M PCT/PT^O ? OCT 2004 ^ ^ ^ 

El m n ^ /r 

JAPAN PATENT OFFICE 



,T/JPp/04396 





.04.03 



This is to certify that the anaexed is a true copy of the following application as filed 
with this Office 



m m ^ M B 

Date of Application: 

m 0 # 

Applicadon Numbez: 
[ ST.IO/C ]: 



2002^ AM 80 

#M 2002-105204 
[JP2002-105204] 




m m 

Applicant(s): 



A 



PRIORITY 
DOCUMENT 

Sl BNinTED OR TRANSMITTED IX 
. COMPLLAXCE WTTH RI LE I". lu) ORibt 



,1 



2 0 0 3# 5^130 



^ ff It M 
Commissioner, 
Japan Patent Office 




miiE## ffiliE# 2003-3035844 



i 



2002—105204 



mm^^} B02115 

m^nm^m} abik 31/235 

A6IK 31/425 

i'mmxitmm^ i^mmmmwmmsru 1 4#i i# 

mmxitmm^ Mmm^BW^pmm^s 1-20 

[•mmx^Mmi ^mmmmw^mTxim 2rsi#7-408# 

CWJ##] 000002934 
[WJ##] 100114041 

CiiS(I##] 100106323 



1 



ffiiEi^ 2003-3035844 



2 002—105204 



005142 

mH^mii 21, 000 R 

c#f#^] mmm i 
[w^] mmm 1 

[-^^^^^^##1 9909276 

0203423 



2 



ffiliE# 2003-3035844 



i^2002 — 105204 



mm^^ mmm 

tit 1 ] 

o 

(CH2)nAijI R° CI) 
^^-^^'^''^-soiA — Ar 

Rht7Kmm^^t:^i-i>n^s^^i^x\f^x%^\^mssmmityi(^mm^m-t 

/ 

R ° l^Tfc^M^^ * »IIJtel^M^b*^« ^ ^ A\ & s V Mi R i: R ° 4: b T 

i^A^l* (1) «m^S:^bTV^Tt)«fcV^flgJa5;^^^b:?K^«> (2) U^m^m 
bTVNT%J:V>^#;^M^b7jc^S, (3) ^: -OR^^ i^tp. R^Hti^mM^ 

^r:,\tn.mm-^y^hx^^x%^\>^mm-mmit7Kmm^^to ) x-^sti^sfej: 

T %) J: v% n r > b. 



1 



ffillE# 2003-3035844 



200 2-105204 



(CS2> 



^(11) : 



Q 




A' 



— < «-» 



it^* (1) @SI«S:^bTV^T%,J:V^BI0M^^fc*^S. (2) g^^S:^ 



ffi|iEi^2 003-303584 




#2002—105204 



tJf (4) An^f>M^*>e>&SS^<kyjgliti5 i73rM4M®M^^Sr%UTV%T 

% J: V^ 5 ^ V% b 8 MiSfe^ 



s l*0 73rM2®MiS:?:^b, 
s t ®5RJ«4jetT"efe<5 ; 

n A< 2 "^fe Sit^:® 2 |a^®^o 




(b) 




3 



ffi|iE# 2003-3035844 



^#2002-105204 

» 2 MCOSSIS b T v> t % J: v> :7 X ->n/a"t?^ y > 
[>fb 9 ] " 

cc ' 

4 2003-3035844 




#2 002 — 105204 

1 omm<DMo 

r ! 

i ^ - 

m^mi 3] TLR^'STLR4T'$,§^^:^1 OgH^CD^J, 

im^m 1 5 ] mmt>mmmwx'&^m^^ 1 4 laa^^o 

C^^^i 6] ^B}&^fi.S-fe:/i/>^T'^S»^:^i 4ia^CD^j„ 
C»*«l 8] j^S*'Jcft;fE#M^^aT'feS|f^;^l 4|2«0^L 

m^^i 9] 3^a*'^r;^^y/^^v-Jlgr'^^it^:^l 8gB«®^, 

[^^^2 0] r}ivj\>(-^'-'mmm$^. mf-^-^>vym. mmm^m 

mm. ^i:!^^^mmm. ^mmmmm. mmMm. mik^hmm. mmmmmm. hd 
s 3 -km^^L-t^ T L R %/^±}\j(j^mm^'^. 



5 



ff}|E# 2003-3035844 




#2 002-10 5 204 



mmMo 

[0 0 0 1] 

(no) m^nmf^ps^ 

J:tJf/*fettTNF-a, IL-1, I L - 6 ^®^jgffi>9->r h ><7)^^ 
CO 0 0 2] 

-^fb^^ (NO) it. m%mm(D^p^ifixm^fjtmmmjtmii^m'ox\^?> 

:l^3^)<^^StlTV^So ^^^e&fCti, NOttNO-^^^^ (NOS) fCjc^L- 

S. Jfil^P^^MNOS. (inducible) NOS (iNOS) (Dsmor-f 

y7;«--i>,0#^S3&«^e)A^K:3tlTV>S C-fe;!/ (Cell) ||70^, 705-707M (199 
2) ] „ 



miE# 2003-30358 4 4 




2 002—105204 



[0 0 0 3] 

^(Dt>-hiNosit. ^m^4 h^4y'^mm'\^vM^mm (lps) fjti^K^ 

■t-S3i:;5»'5JliafStlT^y J^JUPij)\^\s7^^ (Immiinol. Today) mim. 
157-160K (1992) ] , iNOS-^.^^-rsai5S-MT'jg^$tlfc:NO}&^#< 

[0 0 0 4] 

> >'N>K>^^;^^ riJ^^v^ -^Xy-x V^^-< K (The Cytokine Hand 

book, 2nded Academic Press Limited) (1994). T hV^>-feX ^f^Jui^- (A 
dvances Immunol.) ^62^, 257-304K (1996) ] ^:i:J&^e,, ikm^'f^'^f hij-( 

>f;i/>^ • 3®;feif(cj:s®m^, ru/v^~mm. m^mmv^^^. m^. urn 

-^JV ^fJ^JuP- (Eur. J. Immunol.) ^8^, 951-956 (1991) , ^ 

Ayni;- (Immunol.) ||83#, 262-267H (1994) , -fni/^3Lr-:t:f if 
±i/3i-;v r^y:^~ ii-f ^^^y-^ (Proc.Natl. Acad. Sci.) S93#. 39 
67-3971K (1997) , P^^±;v :t^>(AJnP^ (J. Immunol.) ^47^. 15 
30-1536K (1991), ^(J^Jui^ijJl h^^-f (Immunol. Today) Sl2#, 404-410 



7 



aiiE# 2003-3035844 




#2 002 — 105204 



K (1991) ] „ 

[0 0 0 5] 
WO 9 9/4 6 2 4 2tCtt, (i)^ 
[ft 1 1 ] 



[ft: 12] 

(^*, R^ht:^mm^t.r=.immm^mvx\>^x^^ \'^mmmmitys<imm^. 
R^^'itR^^tm-^rciitm^^x. :^mm^^r^lmmm^mLx\>^x^J:\i^m 

^x^^^m^m^L. 

MAit (1) mmm^ml^x\f^x%J:\,^mmmmit^mm. (2) mmm^mv 
x\,^x%^\>y^wmm^t7mm. (3) ^: -orIi c^s^i^r, R^Ht^m^^t 
^^itmmm^mLx\i^x%^\^mmmmih7i^mm^^^o ) xm^ti&m^j:v^ 

(4) /M3^f>M^*^e>3iiftisi'-4M"egi^$tife>>^nT;b-^>&a^L, 

A r \tmmm V^T % i: V^^#;^^-fb;!K^SS:^ 
^: 
[ft 1 3 ] 



2003-3035844 




#2 002 — 105204 



lit 14} 

[0 0 0 6] 
(ii) ^: 
Utl 5] 



fi-RT 



— Ar' 



C-ftll 6] 

-<: 



Utl 7] 



9 



miiE#2 003-3035844 




002—10520 4 



[^b 1 8 ] 



[0 0 0 7] 
t fe, WO 0 1 / 1 0 8 2 6 {Cli, ^: 
lit 19] 



(1) g|«ISS::#LTV%T=bJ:VAfl|JKf:^^fb7XmS, (2) gg|SSr;tL 




Wb2 0] 



1 0 



mil^ 2003-3035844 




#2002—10520 4 

^ : 
Ut2 1] 

'a: 

C^fc2 2] 



(NO) M^«rM#MfeJ:tKTNF-a, iL-1, I L - 6 if^i^ljgfti?-'^ 

mmmtLxmmx&^;^ti>K ^n^nmm^tix^^^. L;&^L&*^P„ ^ti 

V ^ T % e> $ tlT V ^ 
CO 0 0 8] 



ffi|tE# 2003-3035844 




#2 00 2-105204 



^^tt^lSM/SlSe^g^ii^aStl [^x;^ h (Chest) |gl01#1644-1655H(1992)J 
[0 0 0 9] 

ritish Medical Bulletin) ||55^, ■212-225H (1999)]. -e®MH<D-^{i, 

fcj^^-a-^i^^ieffi^ 7=>r 01- ^oTo S J; e) 5&^%3&^l^v%;t 

[0 0 10] 

K - ^i/^a^- . PAMPs) ^mmv. ^i$imms,m^m^Lx\,^ 



1 2 



2003-30 35844 



#2002-10520 4 

S [4^-f5^"V~-y tfzt-JC • >r^n.y (Nature Reviews Immunology) ^1 

#135 -145K (2001)] „ ^(DPAKPs^^m^S^^it^^^-yumi'^z/il-tm 

^S&b-fe::^^-i:bTToll-like receptor (TLR) 7 T ^ U ~;{)«IS^$;naa 
S:*^?)TV^S, ^^*T'{C10«M:«,t5=_^^_;;^fC^^$tlTLRl-TLR10i:^>& 

^r^$>^V^s:^V^m (LPS) [:^>r5^^- • >r^^yp (Nature Immunolog 

y) S2^675 - 680K(2ooi)] , iLmtA^^-v rmmm(Dm^^^X'$>^Kzr 

Co 0 1 1] 

^m•5^a^c^^:tSTLR®K®^girf^t5^^«?^stlrv^;&v.>, -RRoymm 
y , TLRS/^^;^®^^e^,;&IJfi^^J^^v^T#aJ^B^7^;^T'(Z)^:m;0^^lf $ 

CO 0 1 2] ' 
CO 0 1 3] 



miE#2 003-3035844 




2 002—105204 



CO 0 1 4] 

C2] iy^ur/i^yit-^mi^. ^(i) : 

[-^2 3] 




(1) 



1^2 4] 



/ 



^A^ii (1) mmm^^hx\,^x%j:\,^mmmm^7i<,mm. (2) 



miiE# 2003-3035844 



2002—105204 



bTV^T%j:V^^#]^^^b7KmS. (3) ^: -OR 



11 (^cfJ. R^^tt^iK^i^^ 



T =fo J: v^ 2/ D r V 



Cft;2 6] 

[0 0 15] 

^(11) : 
[it2 7] 



[^112 8] 



Ht;2 5] 





2003-3035844 



#2 002—105204 




^A' (1) em»S:«bTV^T%J:V^fl|Ja^f^^M'fb7K^«, (2) ffiiaS:* 
b T V^T % i: V%^Sf^i^^L7jC^S, ( 3 ) ^ : - O R^' R^' ItTi^mM^ 

(4) An>!f>M^7b>e>J&^i^J:*J3^litl-5 173rM4ffi(Og^^S::tbTVNT 
=&<^:V^5^V^b SMi^^atb, 

Ar* «gii»&^bTV^T=feJ:V^^#:^M^^::!K^«&^U 
[-ft 2 9 ] 



s tt0 73fM2<Z)M^&^b, 
t l^l73rM3 0D^f!tSra^b, 
s t ®ftlli4je<T"efe-5 ; 

] <?)M. 

[0 0 16] 



§:7rNb, 




0» 



HbS 0] 




(bl) 



ttilE# 2003-3035844 




00 2-105204 



[3] ^(I)cft®, 

A r iimmm & U r V^ r % 4: V^^#;^J^^b7Jc««•e ^ y > d>o 
n;^)^2T'^^_tlfa [2] CD^Rf, 
[4] ^(Il)cft®. 

»;> 

2 S:^ b T V ^ T % i: V> 7 X — ;baS"e ^ y . 



t^n-^^S, ±IB [2] 
[0 0 17] 

] 

[6] m^mmKMhx. i^^u7}u^y^t^m<Dm^M^u^-t^:Lt.^i^ 




<b) 



UtS 2] 



1 7 



ffi|iE# 2003-3035844 



#2 00 2-105204 



[7] m%mmizMi^x. t/^nrji^y^t^mcom^Mt.. umm. mnm 
tis^i?* < i: % 1 m(Dmm(^^^&t ^m^if^-^tD-^x^-^-t^ r t iinw^nt^ 
[8] mm±':fi/:^ay'fmtr=.mmm^mi^-t^r^&f(D. t/^nr)v^yi\i 
[9] mm'^zf^:^(D=?wtf=.\t^mm^m^-^^rcf^o>. t/^urn/^y^ 

[10] 0^:/^\^mt^m^m^^^tvx^mir^ThRi/^i-jvmmM 

[11] ^^zf^ \^mt^mi^i»^Mm i o o o &ir(D0^zf^ \^mt4mx 
&^±m [10] (DM. 

[1 2] #^/^>^^K14'fb-^t>3«)^i/^nr;P>?r>^t;-a'#T'feSJ:IB [i o] 
[13] TLR*^TLR4-efeSJl|B [1 0] 

[1 4] T uRi/^-f-;v<DMitKmmt^'mm0'?mmmx&^±m a o 
] oM> 

[15] mBijm^mmx:^&±m [ 1 4 ] ©^fu, 

[1 6] mBi!)mm^':fiy:^x&&±m [i4] 

[17] mmm. mMmm. i^^y^u^ \^^imMmm. >^7=-n^ Fm^J:t^m 

^Jliim;&^e>J&S^J:UMtStLSiJ>^<ii^ia©^%&se)^c:-^Jt"rs, -LIB [ 
1 6] (DM. 

[18] mmi!f^tpmnmmmBX':^^±m [i 4] ©m, 

[19] ^mi)'^rjvv/\'<'^-mx^^±m [is] cdjIfl 

[2 0] T;l/^y/^'f y'-ji^?^-^^, tfi^^-^y^jym. mmm'&.mmmmmit 

tis^f>^<i:t» laoDS^feiSrsejic-^^-r-s, -lib [is] 



1 8 



2003-3035844 



#2 00 2—105204 



[2 1] mmi>mmm?hmBX':&^±m ci 4] 

[2 2] 5^S*^i&illR?§!^fciffi-e&§_hfa [2 1] (DM. 

^?&iEa> ^^Mt^iif^. *i'^jfii^. mst^mm. mmmmmm. m)Lmmmis 

^iz^m-t^. ±m C2 ii(DM> ? ■ ■ ^ 1- 

[2 4] m%mmizMhx. 4^^^^\^i^it^m<Dm^M^u^t^^t^!\^ 

m [2 4] <D:^m. 

[2 6] TLRJ/^:^;i/|a#^S:$g5i't-§fc«)®#'<::^f-Kmb-^^fe®^M^ 
[2 7] TLRS/i^:^;i/|®W^*^TLRS/^^:^;i/©^^b}C^S'rS^S®^Kf 
t&)^^JT'^-5±IB [2 6] CZ)^M> 
[2 8] TLRt/^'*:^;HJB«%«5:^WbT^§liilll$W^R§I^^M> 
[2 9] TLR$/^^:h;i/ia^i^^&-^*LT^-&a3!E-fe:;^S/:^^l5&^^^M, 

[3 0] T hRz/^ir;vmmmn^^mhx:^^rpmnm^^m^mmmm. 

[0 0 18] 

i/'!7ur;v^yit^m^^mhxrjt^:^mmo:)mm±':fty:^'?m'mmM<DMm 
v^%®■r&»;, 3 8t:jSii_h*fe»3 s-CtK^. i&>iei!t: 9 0111/ 

^Jeil±, V^VgtWii 20m/^}^±> &Jtmmi 1^2^/mm^jet±*fc«4=p 
/mm^^CDot. 2:^BJeil_tS:P/tb, -fSMlffi (JRMl&jEE}?)'^ 9 0 mm 

.5mL/kg7^^, fesv^»J^[I/^«*^8:35^/mm37^^i^<z)Jp&^&5^b, mmm 



ffiK# 2003-3035844 




#2 002 — 105204 



[0 0 19] 

[0 0 2 0] " . ..^ 

^mhx\i^x%^\fyi^mmmityi^mm. umm^mLx\^x%^\,mmmm. ^ 
:-or1 (^4^. Rht7i^mm^tr=^itmmm^mbx^^x%^\i^mmmit^ 



[0 0 2 1] 



[ftl3 3] 




[its 4] 




2 0 



miE4# 2003-3035844 




#2 00 2—105204 
[0 0 2 2] 

Ri:RV-^^C;&oT^■&^S:atLTV^S^^, ^ (laa) xm^tl^it' 
it. ^: 
[^3 5] 

0 

(CH,)r?|l >-Ar (Ihh) 



[ft3 6] 




(Oy. A'T >-Ar (led 



(CHi^^l^^Hlr (III) 



[0 0 2 3] 

R^R°*^-M^CJ&oT^^#^.5^bTV^S^:^, ^ (la) "e^s tis-fb-^^ 



[-ffca 8] 



0 

«^>.lt (BO 



2 1 2003-3035844 



2 002—105204 



Ut3 9] 



0 

«H). 1 >-Ar (Id 



0 

[0 0 2 4] 

R^tR^^if^—miZi^^X^'^^^^hX^^^iin. ^ (le) xm-^tl^it-^ 
#fli, ^ : 
[^b4 1] 

0 

(IHJ.'irV-Ar* (I J) 



[fb4 2] 

0 

((H)^[^-Ar' (DO 



[^b4 3] 



0 

O^Tj^^Ar' (ta) 



ffi|iE# 2003-3035844 




i^2002 — 1 0520 4 



. [0 0 2 5] 

Rt>K - OR^ z^tp. Rhtmmn 

t^. ^ (laa) T'^^n-S-fb-^^li. ^: 
[fb4 4] 



coy. A'U If 



dbb") 



[^b4 5] 

W.A'T le dm) 



['fb4 6] 



0 



[0 0 2 6] 

^ (la) Tf^^tlS^fc-^^tt, 1*: 
['ft:4 7] 

0 

CCH:)/jT R« <Ib) 
-Ar 



[^t4 8] 

0 




2 3 



fflltE# 2003-3035844 



^ #2 0 0 2-1 0 5 2 0 4 ^ 

Ut4: 9] • . 




Sir: : . - 

[0 0 2 7] 

^^i:^. ^ (le) T'^$|x§>ft:^#{j:, : 
CfbSO] 




Cf b 5 1 ] 




[-ffciS 2] 




[0 0 2 8] 

^ (laa) T?^StlSft:-^i©^bT«^ (Ice) (Inn) "e^^ti^-fb 

■^#*w*b<,^ (la) r^m-^ifi^it-^mt-hxit^ (ic) ^fei^^ (in) 



ffiiE# 2003-3035844 



^ #2 0 0 2-1 0 5 2 04 ^ 

^§tlS^b^#*W*b<, ^ (le) T-^$tiSft:^^©i:bTli^ (Ik) ^fctt 
■ ^ (Ip) -^l^^tlSffc-^^jbWSLt^, 
Co 0 2 9] 

mmiZ. ^ (Id) -e^StLS-ftl-a-^tt^ : 
Cffc 5 3 ] 

C^E:5 5] 
WbS 6] 

^ (Id) T'^stis^^^^bra^ (ir) vm^ti^^t-^mffi^tbK. ^ 

(Ig) T'^^tlS^b^^ilLTtt^ (It) T'|ga;^lS'ft^%;^,W*LV^. 
[0 0 3 0] 

^ (la) •^^$tl5'f^;■^^if{CfeV^T, n*U~4*e^y, (i) R^jO^^jK^M 



ffi|£# 2003-3035844 




#2 00 2—105204 



n^. tfcit (i i) R^tR^it-miztjt^xm'^^^mh. ni^^Ariimmm 

[Yb5 7] 

[0 0 3 1] 

^ (lb) T?^$tlSfb-^^fC^VAT, ni3^1'^4X$>iJ. R^5&'5*^M^*fe 
<£ar 3^>^t^ a r LT V^T =fo <J: V% 7 ac - JVmX&:S> t 

[-ffcS 9] 



[^6 0] 

CO 0 3 2] 

R> r11, Rl^ Rib, R5a^,^st,^ rg^SSr^tUT 

2 6 2003-3035844 




#2 002 — 105204 
[0 0 3 3] 

JV^. ^VZT'^-}]/^. sec-zf'^JVS. tert-zf^JVm. ^y^Jl^. ^^i/JV 
CO 0 3 4] 

IS, ^^iS[3~6®i/^nr;i/^;i/S (M, 5/^ n3^nfcf;i/S> i/i'n:/^;i/S 

if) ^if^W^bVN. 
[0 0 3 5] 

IS, i^mi5:3 ^feld:4©<Sl^T;i/>?r^;i/S (M, -^a^zLflym. >^7^~;y«5&^ 
[0 0 3 6] 



ffi|£# 2003-3035844 




#2002—105204 




[0 0 3 7]' 

C3_g) ^y^tir;V^Ay:t^tym. Ce_ioTU-;i/>r^2/a, C7_ig (;&*^T'%, 

^m^mi^x\f^x%^\,^^:tij)vA'^^;vm. mmm^mhx\i^x%^\,^itj;vA 

WUTV^Tt»<^:V^Cg_lorU~;I/S3fe^*^MV^e>tlS. 



2 8 



2003-3035844 




#2 002 — 105204 



[0 0 3 8] 

rcg_jQTu~;i/5^:rs mmnm^fj^yt^iy }^jt^nx\,^x^^\,^ 

KyX}:i}^V;v^:tm. ^y>y/lxAy^-;vm. ^>V;iy.jv 



2003-3035844 




#2 00 2 — 105204 

2-7x:^-5^;b;tdp^>:;ij;i/3K-;ix«;&if;?)^, ""Cg.^QT U -;1/-:j57;1/ 

CO 0 3 9] 

, N,N-s;^^;i/:*;i/A^>f;i/S, N ,N-s;a:^;i/5J7;i/A=E-^;i/«. N-:7at 
N- (p h^2/:7ac— :j5;;u/'?^-f 1 -trn y ;i7;i/jK 

HhXlt. m^lit. C^_^rjV^J]/ (Mv^^^l'^ 3i^;iy;&2f) , y^iZLj], 

^}ftf^^mitnr^itr^it2m(Dmmmxmm^tix\>^x^^\f^^:t:^;vA^>f 



3 0 



mi£# 2003-3035844 




#2 002-105204 
[0 0 4 0] 

^yy^l^m. >^^nT^K^, /tunr^hm i^Aur^}^mrj,i£f)K rc 

iibTtt, m^U. ^=^Pi/:^r;l/3^f:^•^^^ K (CH3OCONH-) xh^ 

CgHgOCONH-) «;&if#\ ^Orj_^Qr'^)\^^)\,ylt^ty-ij)V^^^^ Kg 
J ilLTti. MAli> ^yV)V:t^tyi3)\^:^s^^^\i (CgHgC HgO C O N H 



ffiltE# 2003-3035844 




#2 002-105204 

w 

Co 0 4 1] 

m^it^u^h^m. i-^^;i.^i,^j,g^ s-^^jv^u>f}.*m. s.s-J- 

[0 0 4 2] 

^^^»^mi.xi,^x^^^mmmm^7!<immi <d mm^i tvx. mmm 
^^ri.^^^mm^^imt^j(D^,^xxm^m^mh. m^it^mm^ 

jvm. i,2,s-^TPrvv;im. uz.A-^rprvvjvm. 1.2,5- 

. I^V^P=l;1^^ l^^t;-;um. >r>KU;i.S. tf^:=.;i.a, 

^:^Jm. 1.5-, 1,6-, 1.7-. 1,8-. 2.6-*fctt2,7-:h7-5=^y 



ffiiE# 2003-3035844 




#2 002 — 105204 
Co 0 4 3] 

^^Tt,J:^^o ^tlh<Dmmmit, mii-^3S«®Sm «r|g>&g|5fe{CSm$ tlTfe u 
[0 0 4 4] 

R^^ Rl^ r1^ R^^ R^^(D#tLVNM3t^LTtt, fi^a&;tbTV>T% 
, -rv^/'ntf/l/S, n->r^;i.S, ^y:f^;bS, tert-^hdj^S/55;>a/;}f-;i.;,( 

n-zfui^jm. -(v^u\^jm. n-':r^jm^ -ivzT^jim 

[004 5]' 

3 3 a}aE# 2003-3035844 




#2 002 — 105204 
[0 0 4 6] 

mmtTi^mmi tux it. mmm6 7bmi4<D^mmm^b^mm ya.-)\. 

mm^) . mm (c^.^) rjv:^jvm ^^jvm. rc^A^m. zfui^A^m. 
ri^jir^jmm. r^^jvr^jm. :fni£7t=.jvr^ jm. :f^vjvr^ 

^ ^.(D^mm^mmm i,2.3-NUTi/u;i.a, i,2,4-hu 

Tyy;i.«. ^7)/vjvM. >(\f^r)/vjvm. 7t^v\/vjv 



ffiliE# 2003-3035844 



^2002 — 1 05204 

Co 0 4 7] 

iitfnu;bS, fcf^yy;i/S, >f^4fyu;i/S, i ,2 ,3 - h y 1 
,2,4-hyryy>n/S> •5^h^yy;ps, :7y;i/||, ?r^-!fyy 

-ry=^r"9-v^y;i/a, 1 ,2 ,3 -;r^i^i;?Ti/y;ps, 1 ,2 ,4 -^f^^^ij-i; ' 
Tv^y;i/», 1 ,2 ,5-:t^i?-i^^r!/y;i/a, i ,3 ,4 -:r^-9-j;^'Tyy;i/a. 
5^T!/y;i/g, -i'y5=-ryy;i/S, i ,2 ,3 -5^Ts;^ryy;i/S> 1,2,4-^ 
rs:?r^/y;i/S, 1 ,2 . 5 -5^rs^Tyy;i/^, 1 ,3 ,4 -5^T$^'ryy;i/S, 
fcrys?;bS. t;y tjr>:;-;i.a, tf y ^ \^^v~)ym. >r>Ku;b^, 

tf^n;i.«, 5^7hfcf^n;i/g, V^^V^)}\,m. ^>^y;i/S> 

tfy K C2.3-d] i^y 1,5-, 1,6-. 1,7--, 1,8-, 2, 
6-*fcii2,7-^>'5^y 5^a:>^ C2,3-d] fcrys;;i/S> ^oytf 

3 5 miE# 2003-3035844 



^2 00 2 — 105204 




V [00 4 8] 

7x~;i/S, T>xy;i/S, ^fc^j^)^^^ ^ <, 

tts rggi^j i:L,T«. An>^>M^ ('7>y^M^, :^^M^. 

> :iihdp$/S, zfnifi^i/m. zfV^i/mfSiE) , -©M (C^.^) 

hVyjV:tnj^h^iym. 1 , 1 , 2 ,2 -9- h^y JV:tUJih^tym. 2,2,3, 



3 6 
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^2 002—105204 




, zfu fc?:t-;i/s^ if) . 5 ^(D^mmwmnm (m> i . 2 , s - h u t y u ;v 

1 ,2,4-hvr)/vjvm. 7^h^yu;bS, ^ri/v;vm. -fy^ryu 
, i.3-s?TJ/>«/e^T-$^V-<£m (Ci_4) t;p^;i/« 1, 

[0 0 4 9] 

(C^_4) rjV^JV-itjJVA^^fjvyji-jU^^ 1,3 



3 7 
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#2 002 — 105204 

[0 0 5 0] 
Ut6 1] 



CO 0 5 1] 

m^\u^/yx,=,;vmtLxit. m^it. 2,3-vyjv7tny3i=.jvm. 2,' 

3-i?iruuya^:^JVm. 2 , 4 - Vy J\y:tuy a^ZL/U^. 2,4-V^UUyx. 
-A'^, 2,5-t;yjl:tUya^=.JVm. 2 ,5 -P^ UUy 2,6- 

$;?7>a/:tD7:c-;i,^, 2,6-p^uny3L=L;vm. 3 ,4 -2;r';v:tn7x- 
3.4-s^^nn7ac:^;i/S, 3 . 5 -e;:7;i.:tn :7:c^;i.S, 3.5->:; 
^uny3L=.}vm. 2-yjv^uyai-jim. 2 -^^ n n 3-^;!/ 
:rD7a:-;i/«, 3 - ^ n n 7 4-:7;i.:rD7 3i-;i/S, 4-^nn 
4-'!Tuu-2-yji:tuya^=i;um. 2 -^^ nn-4 -7;i/::rn 
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2 00 2—105204 



2 ,4 , 5 - h y 7;i/>rn7 3iri;i/S, 2 ,4 , 6 - h y 7;^:r^7al- 
m<£M (Ci_4) TJi:n^i/-iij)im=.;iy:,i=.)vmiiVXit. m?Ht. 2- 

^t^:^jvj^-j]yy3i-jvmtjti^t>^n^h<m^^^ti. m/\u¥Ji&m (c^,^) 

T;i/^r;i/:7i-;i/^i:bTtt, M;^^^, 2-hVy;i:tu:^^;vyai—jim^}£ 

> m^lt. 2-hVy;V::tU:^ h^i/yai=-)m. 4- (2,2 ,3 ,3 ,3 

a: if ^ U < M v% e> ti, M 5 M® S tlTS: 7 x n 
;i/Si:l/T«, 4- (2H-1 ,2,3-hyTy-;i/-2->f;i/) 7a: 

->n/S, 4- (2H--7^h^y-;i/-2--f;i/) :7ai:^;i/^. 4- (iH-7^h 
1 ->r;v) yoL^-jim. 4- (1 H- 1 ,2 ,3 - h y ry-;!/-^ 1 - 

4- (N-x h:^i/:^;i/j}<-;i/^5^;i/;f7;i/7liE^;i/) 7 3:~;i/SJSlif L < 

Mv^e,tl. ^i,3-i;T$/;i'^^r~e;>'-®M (Ci_4) T;i/dp;i/7xx;i.ai: 

LTtt, 4- (1 ,3 -fcf;^-tert-":^h'¥J/*;i/3K~;i/^Tn$;y ^ 

rit. m^it. 2~yju:tn-4:-:^^;vy3LZLjvm. 2 - ^ uu- 4 - :^^/u 
7x-;i/«. 4->';i/:rn-2-^f^;i/>r^-;i,^^^j^^^^^<^^,g,^^ ^ 



ifJIE#2 003-3035844 



^ ^2 0 0 2 — 1 0 5 2 04 

tt, 2-:J^nn-4-$/r>'7aQ~;i/«;&^;0W*L<ffiVN€,^i. m^\uJfym 

:tU-4- (lH-l,2,4-hyr^/-;i,-l->f;i,) y ji-jvt^ 

- - text- ':f jfl) -y 

[0 0 5 2] 

2,4-2;^nn>'3:n;i/a, 2 , 5 -i>'7;iy;rn:7a:-;i/a. 2,5-j;^^nn 
2 , 6 -i;:7;i/:rn:7a:n;pS> 2 , 6 -t^^nn^ai—;!/^, 3, 
4 -j;7;i/;rD7at-;u«, 3 ,4 -i;^' nn z .^-vyMny 

3 , 5-i;^nn7ain;iyS, 4 -:/n^- 2 
, z-yMu-y 2.- ^ nxiy :su^)\^m. 3 -:7;i/::rn7x~;i/^, 

3 -tjrnn^x-;!/^, 4 -:7;i/3t-D7 3i->n/^, 4 -^nn^x— 2- 
7;i/:*-n-4 -^nn^a:—;!/^, 2 -^^^00-4 -:7;i/::rn7 3in;i/a, 2, 
3 , 4 - h u :7;i/::t n 7 x^;v», 2 , 4 , 5 - N u :7;i/7}-n 7 a:~;ua;& ) . 

-^nn-4 -:?i^;i/7x— 4 -7;i/::*-n - 2 - :>i^;i/'7x— ;i/S;&if) 
5S:if*W*L/V>„ i'-'3M (Jfe*^-??* i~2M) cD^Nn^f vM^-^g 

m$tifc7x-;ps (M, 2 ,3 -i;^^nu7x-;b«, 2 ,4 -$;>';i/:rn 7x 
2,4 -i;?^'nn:7xn;i/S, 2 , 6 -s;?^ no >'xn;i/^, 2-7;i/:t 
n:7x~;i/^, 2 -^^ n n 7x-;i/S, 3 -^r p o ^a^n;!,^, 2-^?nD-4 
-:7;b:tn7xn;i/S, 2 ,4 , 5 - h u 7;i/;rn 7x-;i/S;9iif) , An^fi/jg 



m£E# 2003-3035844 




#2 002-105204 



4:-:f.^jiy3^=.jim. 4-yjV7i-u-2-:f.^;vy:,i-j]ymf£i£) J&t'^W* 
bVN„ #{c> 2 ,4 -^':7;i/>f n:7x~;i/«, 2-^^on7acn;i/^, 2-:^n 
D-4 - 7;v>rD73i-;i/S, 2-5^0 0-4 5^ ;i/7x~;b^;5;if;&W^L 
<, 2 ,4 -s?7>n/:rn:7x— 2 -^nD-4 -7;i/:tD7 3:n;i/^;&if 

[0 0 5 3] 

(ii) Sm^Sr#LTV^TtJ<^:V^^#]^^ffc;!K^S, (iii) ^. -qr^ 

- ) xm^n^m^^zj^ (iv) /\n>{f>M^*^e>j§iitis i~4M-egiistiT 

V^T%i:V^^/^^T;l'^^>S:^■r*^ (i) giJISSr^t LTV%T% J:V>Ji|i»;^^ 

ft:*m«> (ii) W:mm^mhx\^x%^\,^i^mmm^tys<^mm^^xji^ (iv) 

(ii) SSISS:^bTV^T%J:V^^#^^^^b;!K^«, (iii) ^: -OR^^ (^ 
R^^lit&ffi^imS^&aK'^o ) xm^ti^m^^X^ (iv) y^^>f>M^;^)^b 
^iitis i~4^@'^tt^$tifeS>^'nT;i/d->S:^f (i) mm&^mhX 

^^x%j;:\,^mmmm^t7Kmm. (n) umm^mhx\,^x%^\i^^mmm^^m 

smuTfey, mA^iBJ;:x^mA^i^)mmm<Dmmmx'mm^nx\i^^m^. 
^<^mmm(Dmmitm-x$>-ox%m^jt^x\>^x%^\>\ m-iDmmm^ 

[0 0 5 4] 

mA^^^x:^^A^<Dmmmx:s>^ ^nmm^mhx\,^x%^\,ymmmmit7!^m 



4 1 
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002-105204 



mi thXlt. t&^CDR, Rl^ r1\ 

mi tLxit. m:k.it. tSfM^Ar, Ar^xm^ti^. mmm^mi^x\,^x% 

Xlt. mTiit. mi&(DR. r\ R^\ R^\ R^\ r1^ R^\ R^V^Stl 
[0 0 5 5] 

mA^i5^tymA^<Dm^miivxit. it.r:Lit2m<DCj^_grjv^/im 
(>'y*M^, j^^M^. M^mm^. 3^mm^) 3&if*w*L/<Mv^e>4^-5„ 

[0 0 5 6] 



[^1:64] 



[0 0 5 7] 



1^6 2] 



[-mes] 
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^ ^2 00 2—105204 

CC 

[0 0 5 8] 

[-ffce 8] 



[^116 9] 
C-fb? 0] 

a 
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^2 0 0 2-1 0 5 2 0 4 ^ 

[0 0 5 9] 

^ (laa) X^m^n^^t-^mtLXlt. ^(Ibb')T'^$tl5%®;5)W* L<, 
^ (la) Xm-^tl^jt.^i^tVXlt. ^ (lb) -e^$tlS%ODj?)W* LVN„ 

^ (Ibb') T'^^tlS-ftS-^^^LTtt, ^ (Inn) T*^$ tlS b < 

, ^ (lb) -e^$tl5^fc^#i:UTtt, ^ (In) T|g$tlS%(Z>A<^* LVA, 

^(ibb'). (lb) xm^n^it^mt.i>xit< R^f)mmm^mvx\i^x%^ 
^ (icc) , (ic) xm-^n^it-^mtLxit. Ariifimmm^mhx\i^x% 

[0 0 6 0] 

^ (I) (la) -^^Sti^^b^^iibTti, Mi^mizit. ^^r^^m 

(D:i:^;i/ 6-[N-(2-i^ n n 73i-;i/)j^;i/:7 T^>r;i/]-l-S/^ n^x^^^i^ 
(g)a:^;i/ 6- [N-(2-^^ n n -4-:jI :7 ai n ;b) r'^^ M-l-i/^ u^^"^ 
(6R)-6-[(2-^ n u-4-yjV7tur-V J):xju^zL)v]-i-i/^u^^ 

[0 0 6 1] 

^ (II) ®ff:■^i^^c:ov^T#$|^^cii^•r§. 

Cl]^: 
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#2 00 2-105204 



. Cft7 1] 

o 



[ft 7 2 ] 



m^mLx\,^x%^\>^nmmmt7iimm^^-to ) -^^^ti-sasr. xit:^^u 

>S=&b<^±SmSS:^bT^^T%J:V^NHS:. SgA' « (1) SmS&^LT 
V^T=feJ:V^fl|JKr;^^ft:?fc*», <2) gilSSr^t bTV^T=fe; J: V^^#;^J^ft;^c^ 

a, (3)^:-or2' (^^^ R^' itTi^mm^. tr^i,tmmm^mvx\^^x% 

litis 173rM4MT?3 e)^CMi^|3tlTV^T%J:V^5:feV^L/ 8M3gS:, Ar' itU 
mM^mVX\f^X % J: V^^§:^^ft2K^aS:, ^ : 
[ft 7 3 ] 

■a: - 

[ft 7 4 ] 



(bl) (bZ) 



4 5 
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2002—105204 



.[0 0 6 2] 

, «^3^5^:r«, mmm:^)\^^-=-)\^&^ -has, 

b 

Ci_6r;i/;^j>^-f;i^»^ C3_5r;v>5r>^>r;v», Cg-io 
ru-;i/-;8;>n.3j?-;i.7t-^s/a, C2_6r;i/:3Jj>'>f ;^:r=3ri/«. C3_5r;^>?r/>f 

^_4T;v3^^>-:7 3i-;v;b>e>^«tifei*fe»2M<Z)mm«-e@mstvTVM: 
T>^.^;l/^J:tJ^7aln;^*^^^«^lfel*fe^*2M®sm»T'gSlsn•rv^T% 

4 6 2003-3035844 



2002—105204 



e>Mii*t.s 1 7^M4 McDS^s^^ bT % J: vNC6_ioT u 

[0 0 6 3] 
(ii) C6_i4TU-;i^« 

(r©C6_i4TU-;i/»i*An^>l^^, Ci_4T;i/=3p;v^. Ci.4r;v=i^s/S 

- ;v - c 1 _4 r ;v ^ ;v - ; w t ^ >f ;v » ^ J: tJ^ 1 » 3 - T ^* T - s^v - c 1 . 
4T;v*;vi5b>e>fi5cs^ (sat, g^scff) *^e,^«tbs i7!;S5^s<D«ma 

[0 0 6 4] 

(iii) mmm^sK^i^^mm^ (:r^^/F'fb$nTv^T%<fcv^) , m^M^^ 

4 7 ffiHE^ 2003-3035844 



2002 — 105204 

(v) ^: 

[0 0 6 5] 

Hb7 5t ' ^ - - 

v 

\s^^^uym±r^it (ii) Ci_6T;i/^;i/», h Kn^e/®iJl-Ci_er;v^;^« 
^r-;i/Sfc<fet>*C3_6r;i/=3pn;vS5{)>p,^i^n-5HMISI^-^'fb7K^S, (2) mm 

SCf^;{)>e>3lli4xSMmg^^b"CV>T*)j:V%Gg_i4Ty (3) ^: - 

t;i'^;i/S. C3_6r;l/>^^-;^SfeJ:^J^C3_6r;l/=¥-;I.s>^)^e>^«tlSBifl^r^^ 
-fbTK^SSr^f. ) T'^^tiS»^<fct>' (4) j\n^ym^ti^^m\ti(\.^i7b^ 

4fi-e$ P,^c1S^SI$tlTV^T%J:V^5^V^b 8M^^. 
[0 0 6 6] 
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2002 — 1 0 5204 



^ : 
[fb7 6] 




HUT 7] 

(bll ttZ' 

m CI] ^SB^®^lS^%. 
[0 0 6 7] 

C43 R^*' C3] mmm(Dit'^m. 

C63 Ar* ^: 
[^b 7 8 ] 

(~B^ (C) 
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[0 0 6 8] 
Ht;7 9] 



(b) 



[-fbs 0] 



(bl) 



#2 002—105204 



C8) Ar* A^^: 
['fb 8 1 ] 



Cio) r^'a^^: -oR^*' (Ri*"t*Ci_6r;v^;i/«S:^"r) T'*^tiss 

[-ffc 8 3 ] 

cc 
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2002—105204 



fc»2M0D§mS&^bTV^T%j:V^•7x-;^«S:^"tll CD ^mm<Dit^m 
"[0 0 6 9] r t C V 

[^tiS 4] 

Yy?)^-NH-S:. Ar' A< 2M<!D7Nn^f >M^S:^bTV>T=focfcV>7x~>n/S ( 

C123 x^>«/ 6-[(2-^nn-4-7;i/:rn'<>s?;v)x;i/d^-;v]-i->^^D'\^ - 

[0 0 7 0] 

s«::tb^:v^T*)J: \i^^mmmit7i^mm. ems ^ ^ u t v n t % v > 

5 1 2003-3035844 



^^#2002-105204 ^ 

[0 0 7 1] 

X%^^^mmW(.i7b^Q<DWm.r)V^Jvm (M> n-yn 
i^>n/S> >fy^nfcf;vS> n-^f^;i/S> >rv:/^;vS. tert-:/b:^i/:^;v7i? 

[0 0 7 2] 

R S J: R -e^S 5 r@^|| b T V> T % i: V^Jiiite^^J^'ft:7K^aJ. 

2ibTi*, mx.\t. Wi&oRxm-^n^ m^^^M\^x\^x%^\^mmm^^ 

, x5^;i/S, n->''ntr;i/», >fy:^otr;v^, n-zf^f^jvm. ^^/-f^jvm. 

«iifj?)^^EF*bv>o 

[0 0 7 3] 

R^'i:bTli> mXit. gSI«S:*bTV^T%J:V^j^^iS:l75M6©^£mT;l/ 



ailE# 2003-3035844 



002-105204 



[ 0. 0 7 4 ] 

y^atStiS r^S5::tb"rv%T%<kvv;i:^ l/>Sj lcfei:j--5 rg^gj b 
Ci_gT;i/^/i/S n-:fu}d 

Ci_4T;v3^->-:?!j;i/3K-;i/-c^_4r;v^;vS ^ 

[0 0 7 5] 

YT?^$nS rS|j|^&;tbTV^T%^V^NHJ lc:Sl:f-5 rg^^j tiVXit. 

, Ci_gT;i/^;i/S (#J;^ii, n-::^ntr>n/||, >fyr^n 

7X-;bx^;i/«, xhapt'5{j;i/7}fn;i/ai^;PS, tert-^ h ^S/:«j;V/J^~;i/x^ 
[0 0 7 6] 

4ttC, Ar' It. Ar limmtSi%<Diimi^h\i^ffi. ti*)t>V^^ (c) T'^^tl 



5 3 
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#2 002 — 105204 



[0 0 7 7] 

>M^3ttJt^ (c 1) cfr, r3*' J3J:tJ«R^^'T?a^$tiSAn^f>M^i:bT«, 

^ti^o ^ (c) -^^stiSScJD^&A^-i?*). 2 ,4-i;-7;i/;tn7x-;i/a, 2 
-i^nn-4 - 7>fl/:!rn-7ai— 2 -:>i^;i/-4 --j^na ;i/S^5if*« 
^f*b<, ^ (cl) -e^^tl-S^CD^&^b^T**). 2 ,4 -e;:7;v:tn7x~;i/|| 

[0 0 7 8] 

o ) xm-^th^mxmm-^nx^v. $e>fc (i) s^«s:^bTv%Tfej:v>ii 

mmm^tTKmm. (li) SmSS:^bTV^T%j:V^^#^^^flI:^c^«, (iii) 
j^: - Or2' (^cfi, R^' ttttffBi:lnfS^^^1-o ) "^^^ tlSSfe J: t)^ (iv) 
/\U^ym^fJ'^^^^^ UMlftlS 173rM4M®Sm«'e@mStlTVAT=foJ: 
VNS — SMSS&^-tA^. (i) gmSS:^bTV%T%J:v%fllBS:^j^^[i:!K^S> (i 
i) e^»S:^bTV>T%J:VN^Si^^>ft:7Km»e<fcO^ (iv) /Nn-if >M^A^e> 
^liti-S lBM4'(@®S^»"eMSI^4^Tv^T=foj:v^5'-8M^:&W* bv^o 

[0 0 7 9] 

ttHf— T'&oT%M^oTV^T=foJ:V^o ^7t, HI— <^>^^M-?--hiC 2 MISSIS 
[0 0 8 0] 
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#2 002 — 105204 



[0 0 8 1] 

R^'iZ^n^ rg^gS:;tbTV^T%J:V^HIJKr^^^'fb>!K^SJ t.VX\t. 

^A' (Dummthxit. 1 *7bit2M®Ci_gT;i/=^;i/« (M, ;t^;i/^> t 

s ^i0^^v^b2®^f5:S:. t 1 ^ v^ L 3 ©Mllc^^b, s i: t ofoli 4 Jg^T 
X:&^tiK stl^l. t ;&U*t?&S®AW*LVNo 
[0 0 8 2] 

[^t:8 6] 



2 S:^ b T VNT % <}: V^ 7 X §>fb-^i^ (I I) . 

[0 0 8 3] 




(b) 



[fb8 7] 



cc 



5 5 
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0$ 



2002—105204 



• 



(2) r1'a^^:-Or1*' (Rl^'*^Ci.6T;V^;i/g?:^i-) -C'^^t^SaT' 



Ar' 75,^2M®A^>^f>M^■^^^-•cv^T%j:v^7xn;^a (M> 2-tJ7Dn- 

[0 0 8 4] 

x^;i/ 6-[(4-;* }s^e//<>s;;i/)x;b5i^-;vl-i-s^^n/s^i2>-i-:*;v'J^'^^> 
x^;i/ 6-[(2,4-i?:7;i/:tn/<>2?;i/):5^>n/7^--n/]-i-S/e'0'\^-fe>-i-:*^'i^ 

;v 31? $/ 9 - h ais-a-i© 4 ) , 
x5-;p 3-[(2.4-s?7>n/;*-07xx;i.)^;i.7T^>f ;H-3.6-i;t: FD-2H-e^ 




['fl: 8 9 ] 



cc 
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#2 002 — 105204 



x-5^;v z-[(2-i7 nu-A-yjV/^uy jL=.)v)xjiy7^^ jv]-s,6-p\^ Kn-2H- 

[0 0 8 5] 

>> ^ - f> atl-^tf 4 ) , 
(+)-6- [i.2-i7 n u-A-yjv:i-u^yVJV) x;i/jJ>— ;H -i-i/^ u^^iz y 

z-[i2-^ nn-A-y A/^uy 3i=-)\,):^}\/y 7=e^ Kn-2H- 

[0 0 8 6] 

^ (I) , (laa) , (Ibb) , (Ice) , (la) , (lb) , (Ic) , (Id) , ( 
le) , (If) . (Ig) , (II)T'*StlS>fb-^i^lCfeV%r3i^M'S#*^#^t-S# 

^ # $ ti s % CD -e & . 

Se>JC, ^ (laa) -e^StlS^fc-^^A^^ (Ice) (Inn) "e^^ttS^lS 

^ (la) •^^StlS'ffc^i^;^^^ (Ic) tfett (In) T?^$tlS 
^ (le) If^^tl^'fb^^;*^^ (Ik) tfeli (IP) T'*$tl 

S-fb-^^T'feS^-^, ^ (Id) t?^stis^b-^i^;b^^ (ir) -e^$l^s^b-^#f-e 
^ (u) t?^sns'^ti-^i©*^^ (It) -tj^stis^b-^i^-e&sm^, 
;R.t?^ (II) T?«stis^b^ifei®3^(b)A^^(bi)-e&y, s ^itj^t *u -e&s 

©m-^^CD V ^ T ti % ic -a-^ § § CD & S o 

[0 0 8 7] 

*l§H^t3DM•^m^2>^5>X^R5?^liM^CffiV^P,tl5^b-a■^^ (I) . (laa) , (la) 
> (lb) , (Ic) , (Id) , (le) , (If) , (Ig) , (Ibb) , (Ice) , (II 

. mmm.mt.<D^. mmm^o^^. ^wmiK^^. ^m^t.r=.\im^r ^ j mh 
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#20 02 — 105204 ^ 

[0 0 8 8] 

;i/jKxMb> 2-t Kn:^ps/:/ntr;rxMb. 2 -r-fe h^t/^n tr;txMb, 

x;Hb. 7^ h^t: Fn 7^x;Hb, n U.e;;i/^5^;Wb. }^Au4 JV^t^i/ 
;Wb. t e r t -:f5^;i/^b$*i;t'fb-^i^^if) ; -fb-^tJA^^^a^&^Ti/Mb, 

Tjv^jvih. v^mit. mt>mit^tircit^m (M> 'fb-^%A0D;!fcms>?)«T'fe^ 

Mb, F>r;Wb, yn7'?y>r;Hb, fcf/tn-f ;b'fb> -y-^s/xMb, :7vu 
;Wb, T^x;i/>fb, e>'^5^;PT^ 7;t5^;i/:;{7;i/7jfx;Hb^ti^fb-^<fe?^if) i it 

'^mA(D:^JV:^^iyJVm-^:r.:^^;iit. F^bStlfe-fb-^^l (M, it^%A(D 
:35;;i/2Kdpj/;i/S*^xf^;i/x:^-5^Mb, 7xx;i/3::^5=-;Wb, ;57;i/jJ<=3lr$^:5i^-'i'X 
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i^2002-1052 04 




#f A ^ b <5 % ® & o T =fe J: V > o 
[0 0 8 9] 

^li, wo 9 9/4 6 24 2 lC|B^CZ)|g5iS&S V^^i^tl^ClPl5 S:&^lCtieo T 

, *fe>fb-^%(ii)*fctt-ecDIS«)'5VNti^®:^n K^^y ^li, wooi/ios 

[0 0 9 0] 

it^mA<Do*>s d-x^;i/ 6-[N-(2-^nn-4-7>«/;rn7a:x;i/);?.;i/ 
7r=E>f >«/]-!- S/^^U'N^ -fe ;i/3i<=^S/^ ~ h (x^;K6R)-6-[(2-i^n 

®^sg^ (J«T, r^b-^f^B(©M^j iiBSIB-r-sriife^S) It. d-x^;v6-[N-( 
2-^ n n -A-y^VTt u^x. 7. jvy r /v] -i-ty ^ n 'x^p-fe ^-i-:^? /I/jJ^^^p 
(x^;i/ (6R)-6-[(2-;j^on-4-7;i/:tnTxu 7)x;i/3j^x;i/]-i-S/ 

[0 0 9 1] 



5 9 
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#2 0 0 2 — 1 0 5 2 04 

\tmm&&^^\t-mek±^mmi^m^ i : l)&v^bl : i o o) -e^g-^u 

Tmv^6>:f^S, Mth<\,t. x^>^-;i/, >r y ::^n tf>n/T;i/n~;i/ 

10 0) l?^g■^bTMV^e,tlS. 
CO 0 9 2] 

§f_him zfvyi^yym) . ^mmm (-j-yu^vy^m> ^ 

[0 0 9 3] 

d-x^ ;i/6- [N- (2- n n -4- :7 n 7 ai — :7 T ^ ;v] -1- J/ ^ n 
•fe>-i-*;i/jJ?dpS/^~ F (x^;i/ (6R) -6- [(2-tJynn-4-"7 n T- U 
;i/7t;-;i/]-l-S/^n/\=3p-fe>-i-;j5j;Vjjfdps/9- * fett-ecD^i^^^i^K-e 

fey. W09 9/4 6 24 2{css^0:;^^fe§v^^i3tl^c^'r-5^^S^c 

«fc y iSit-r s r ^1 5&^T* % s . r n &_hia® Mft^b^icigffi f s r i: xit-km b od 



6 0 
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2002—10 5 2 04 



[0 0 9 4] 

mm i^m) mio. 3. m^. 28. me. iz. m^, 8 9, ^5. is, 
m4. 54. i^4. 38, ms. 59, ms. 52. ms. 45, ms. zQ:t 

[0 0 9 5] 

['fisgo] 

(oy. a'JT «w 
[-[^9 1] 

y ^-fb^ i: S <S r {c i: y IS5t t § 3 i: :^^T' ^ e o 
[0 0 9 6] 

7ND>5f>^b^i:OTii, /Nn^f^M^ (M. S^M^. :^f^M^, a^i/^M^^ 

?&^) , 7\u^yityi^mm (Ms m^fc^Km. m-fb^icm^si if ) , mmm^uv m 
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#2 002 — 105204 



1 5^it?^S. 

[0 0 9 7] 

ri2h-hu;i/^^) , i^mmmit7i(.mm ^y-^y. ^t/vy 

nnx^t>;&if) , x:;^7^;i/|g (M, . P:^^ 

MiSMH^ttjtS, -50 — 100 r;. L<»-3 0—4 oic-e^-s. 

[0 0 9 8] 

-i,6-i;-7ai~;i//\:3p-9-2,4-^;?-r:/- 1, 6-i>':r-;i/) ^m^^^^mt^mm 

[0 0 9 9] 

^mmizisn^iyi^urjv^y^h^mit. AmzMts^^^^m<. mm ( 



6 2 
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^^#2 0 0 2 — 1 0 5 2 04 

^^mizisif^t/^nrji^yit'^mits mm^r—mitmm (no) m^n 

m^lt. ^n, r^t/, ^yt, t;^^ ir^. fchJ&if) ODvCNj^m, ^3:^^^ 

^m^rm^ t^^mm. m^itm^^. :c > k h > ^> h ^ , x y h ^ 

yiy^v^. ±Mm^kmRmmmm (sirs) . f^MSJiiiiitigH^sm^^ (gars) 

> mm. ^mn^mm. Jt^yf^±. t/m^y^. mstm.. v^-yr^mfs^^. # 

/hifii^^^, ^y^v^'&.M.mm^ mw&.Mmnm^mm (dio r^^) . ^ 

m^. ^yu—^mmm. w^. m^^. '<yi/=Lvymw^mmm> ^yty^ 
vy^^^^mmm. B^:^)]^y^ vym. rivn-j^tpm. j-^-^yvym. 

mik. is^ik. mm. ^m. ap^it, ^yyjv:iiyifmmm. -^^ur, n 
h^@^±^^-r;i/x (HIV) mmm. Mmmmm. ;km. i^^^mmmit. 

. 'mmmm-^mm. mmmmw^. mmmmnmmm. mmm^mmm. mm. 
mm. Bmm. m^±. ^^mm^t^m.. j^mm. mmz^^M/b^m-^pm^fz. 
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#2 002 — 105204 




[0 10 0] - . .t- • 

^0.00 17!fmm9 5MJI%*W^ bV\, 
[0 10 1] 

U>SI1:^£*') . rS-mjIlI (M. (Tween) 8 0 (T b A'li; ^-^t^, 

^H) , HCO6 0 iB^^^iJJVXm) . :j!7;vjK^i/^^;b-fe;vn~:;^., r;b 
{fV^vy. y;i/i^h-;K >^F^I|3&H) )&ifi:i:*)fc'^^{ctJ!oT7Ktt^lif 



6 4 
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#2 0 0 2 — 1 0 5 2 04 

/Kux5^iy>^*u zi-;v6ooo^if) ^if ^jgn^inbTjEli 

fefe® & «:45t^(Z>^^"e CD a ^ > ^;5; if Srjg-t Zl IC J: y igit-r S r ii % 
x^;i/-fe;i/n~:^, t: Fn^t/^^;i/-fe;i/n~:7., ti Kn^S/:/n tf;l''fe;l/^- 
[0 10 2] 

i'nT;i/>!r>'fI:-^#f$:3ilr/^0. 173rM*!;l O Omg^;t-rs|?C«^f!l^ bT, Mv^ 

i/^nr)v^y<t^mit. .mB^r=.it7i(.^<Dm^. ^m^&^^^i>tm^<Dm.m 



tHffi# 2003-3035844 



^^«^2 0 0 2- i 0 5 2.0 4 

[0 10 3] 

t/^DT;i/'!r>'ft:-^®(3DiS#*». =^S&> '^S> ^?^> 

) -^AfefeU. 3S^> ^fb-^i^AilbTl H^O.O 173rMjf^Fl 0 0 Omg/kg, 
•*U<»J^O. 0 ITJMSiUl 0 Ong/kg, J: U^?* b < liii^rO . 1 75M^ 1 0 0 
mg/kg. iiyfct-t^^O. 1J^M^5 Omg/k gS:, ^*>-e=b*!>l. 573fM 

omg/kg^ 1 B imiis'^mmiz^iirmot.r^m^mon-^-^n^^ =fet>5 

S-tf+^^J&^-^^fey^ *fe«gH^®^T^#f SigMI®^S«-^*'^^o 
[0 10 4] 

n>f F^, jftm^. mm./bWim. s^^mmm> ^mmmm. mm&im. mm- 
yfmmf^mm. immm^mm. ^bm. -^^n^^n^ mm^mm. rji^vju^ 
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,#2002 — 105204 




[0 10 5] 

( 1 ) fmm 
®mH I 

v^-fvy. v^Ji/y. ^)\jV9\f.y. ■^m4yv±\f.)\j^^ ^ -i^^t^^ 



6 7 
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S^2 002 — 105204 



mMv^h^"*)-^ ^ vy. ry\f.v^)y. yf.^'yv^yv. ^y^-^^vy. 

;i/e/y>> -fe^Tn^^^, "^y'r^vy. ±-7ruvpy. i2'7T^.n;i/„;-fe7 

^-fe5^;K ir:7$;-;K -fe^J^^ i/>tf3i?^S^;K -fe^^S^S^A, -fe^tf^^K 

"^yr^^zf^y. -fe^aifcfA, •fe:7:^ns^*>, -^7:31^^$/ a, iz7;ji5fy-;i/ 
, -fe^^y^^;^. '^yvf^>y^y> ^yzf^^^Jy. ^^^e^-f-^y. yu=E^ 
-fey', "^yr^Jvy: ^yit^^vh.^ -^yyt^^^/y^ -fe^^v^^J/A, 

vviz^yjiy^y. ^yitjiypym iv^-^jv • :ty^ - ry^/^-(:t'r^ 

V^y- (J. Antibiotics) , 3 8, 877-885 (198 5)] :&ifo 
(2) mXa^ 

S/>) 

C2- C (IR, 2R) -2- (2, 4-j;7;i/::rn73i-;i/) -2-t:F 
n^->- 1 3 - (iH-i, 2, 4 - h y T^/-;b- 1 --f>'v) 
tf;i/] -4- C4- (2, 2, 3, 3 h^7;v:ro::^n3K=3ri/) 731— 

-3 (2H, 4H) -1, 2, 4-byTyn» 
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i^2002'10 5 204 

( 3 ) ^%Trn >f i^mtikmm 

>, ^^fi^ni/, T:^i^U>, :ji:7ai:hi^^, yjvyx.i'M^m. i^^uy^i-f-v 

>f:f^n"7 3i>, ^rh^n^at:^, :?-^D#-fe>, >t^-^zfnVy. yjvjv 
Yfzfuyzs^y. 7x>:/73:>, j^uya^y^ yn^ ^ya^^^y. xtru 

ij^y^iivh. ^V-ry.3x^y. zijvM^y. ':fu^:^V\^. 7.;vy^ y}d^\r 

(4) :^-rn>f F^ 

s/7n>> hUTAS/y n>r-fe F, 7;i/:rs/>'-F, 7/i/;rs/>' n^r-fe 

B 

(5) 

•^A, T;i/:?Ef FnA>, i^tf'^dp-tj— ^:iLym^hVt^2^tJii£o 
[0 10 6] 

(6) mjfe/h^S^ 

;br^n>^^f$^';i/, |gm^t5^ atfs^v, Kyh^i^y^vy. u 
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#2 002 — 105204 



(7) m.^mmm 

(8) ^mmmm 

S/i^nxjKU>, i5?^nUA>^, ^:^^VJ^:^. rif^:t::^U>. mu^/^ifii 
(9) 

(1 0) • 5fefe^^ 

m^x73iKy>, J^m>^x;Jjif>. vym^'r^y. vymi^^}^^^^'^ 
y. mm^V':fu'r\yJ-J\^> i^^x:7iKU>> |g^^^;i/x-7ai KU ^ 

vy. yt^t/^^Aj-jv. mm'^JV^^^ Mjt7Kmm7'^:^huKh)V'7ry 

, mmyt^t/zi\fy. vymi^'^ji^yyy^ i^^yxm^^i:^t^>> ^aiym^^ 
(11) mmm 

ij 1^^, xh^-^/\*A, xx^Jjy^A, :7;i/^-tf7iA, An^^iJ-y^ 
h y n 7j>>^"^ h y 'i? if o 

(1 2) ^^15®!!^ 

(12-1) Mm^^^ 



7 0 
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#2 002 — 105204 



(12-2) ±Mmw^M 

(1 3) 'ffiJ^ftmS 

(14) mm^^ 

•feh9^-9— h> ^f^r;!/":?-- b. r}\^V'^^'^> ^zfvjy. -fuTs^^'yy 

[0 10 7] 

(15) i«J3lift^t&fi^ 

^yr£i£). y^^'^-h^mm (M, i/yy-f-^^^-h, ^ny >i -f^^-vr 
jy^izf^-h. y:t.jy ^cf^-Yf^Z) > mVcWBMn ( 
ni/^^^^>5&if) . ^^^ymmn (M, --feubn-;!/ 

:?i U:?-^ FJ&if) , fit^^x-T-n (M. A'^-r-rt U if / y-fx-5^n- 

(2-;^5^;i/- 2-:7 3:-;i/':/n^^S/) :7xx;v) t^p tf;4->^x^;i/ C-^^ 

;i7;i/ • K • 7r-V2/ 3.-5^ >r 5^7 ;i/ • > (Chem. Pharm.Bull) , 

38, 2792-2796 (1990)], LDL^^^^cifin^, n U':;^5^n 
•RiRPl^ig (Ezetimibe^siT) , MTPPflW^. EMSE^^f-^ b ^ ^ -IS#m 



7 1 



ffiiE# 2003-3035844 



#2002-105204 
, SCAPU:;5f> K> FXRU 3Jf> K3& if o 

(16) i&M^'fbjg^^^m 

MMPPl*^, ACATISW^ (Avasimibe,Eflucimibe;&if) , ap 

(1 7) fSDimmm 

(18) :^^m':f'^'"^^m^m 

MMPmrnm. ^v—^gan^, acatpi^^, v}^}^ • v - :f^-^mm 

(19) jm^mm 

(2 0) ^^mmmi&rmmmm 

(2 1) *7n-if-SMS¥mii^ 

(2 2) HffiW^^t^-^^ 

K (^^fT-h) } > mmm m. AcEmmm. *7u-r>mx:^^>^u;i/ (i/ 

-/<->^) , Ca ftfit^ (v~2;t;» , a^^#:5imil, A I I M^H (*> 
v^if;i/^>) ] ^ifo 
(23) ^JM^ 

i^-^y^f^ \^miimm i^y^jv\^\^u^uu^rP\^. i/irn^y^ri^\^ 
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#2 002 — 105204 



mm ii7U)V^V\^y. ^'^:7al:^^K> -f>^7i^F. ^:7;i.t/K. ^^^^ 
yh^^/>. hU/^^F, :^h^y>^ 7n-fe^K^if) , :^ 

U'^A'^^fttfiJMm Utrny^i'h^, hurA7^i^>^i^) o 

[0108]" 

(2 4) mmmmmm • - - • f-^- 

r%^vyfi^^) , ajM^T^ (M. -f^^Ti/y. }^^^\rt/y. ^^y-Ji/y. 

itjn>^:t\2-jv. :;ij;i//<i?p-;i/, tr>Kn-;K riz:^hn'-;K Tt- 
jn—jv. ify:/pn-;K >ihynn-;i/, ^^^?n-;i/, r^^^n— 

, -y;i/$;tr^', riMy>2^tr>. /<-j;t;>, ri^oj^tf^. T^~s^'t^>^ 

. 7^f^5^>il#^*: (M. i}\i^^i^y> :£.'fy^Vy. K 

r^-feT^.u;!/, F::/u>fl/> s/^if^u>H^, v*^:^u>n/, iii-^^^u;k u 
®Aiitgjn;m 

ni?-;!/^^^^, ijy^'^)\/9y. AAy^)\/9y. •5^;v^i?-;i/^>, >r;i/^i?';i/:J^ 



7 3 
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^ #2002-105204 ^ 

(25) j^^^mmm . 

) . ;}NX3iNs;xx^^-ifls«^ (M, TAyy>. ^;i/uyi/, :^m:r;v:/u 

(2 6) j^SfiMm 

:/y$^y-;i/. y^^^'^vy. j^y^n=L^/^. mmhJ^^vvy. :*.;va^ 
^^-j^n^n/^x:?^^/^,. 7te^n7x>, i7UA/:^^jy. :^y3L%%/y. ^nV 

(2 7) WXhjis^hjm 

7x-h>f>, xhif^i/^K> T-fei^^/^^K. ^n;i/>:;?T-€jJ^dpi/ h 
y/^^i^:t>, ?!7;«/7iv^tf>, 7xy/t;i/br4? r^y^K>> :^;v^ta 

(2 8) m.ibm 

y>, T^y/^^^, T^^'^-fyi/, ^i/i-vy> 

(2 9) JfolrKK^^ 

(3 0) stmiisLmm 
(31) ^mmmmm 
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2002—10 5204 



if>Kn-;K :;!7;u7^:rn-;i/, ru^u-jvfjtE) . • 

(3 2)#E^ 

Fy^^>, V^h^iyy> s;?dr^s/>, 

(33) 5ggM0?^^^^ . 

\^it^VdiVy. np^v ^\/y^ hu^v ^ \/y^i£) > >(y7.vy. 

[0 10 9] 

(3 4)}W#^^m 

S^T'^>'^A, n^if/^A, ::^-^•t^'^AA. iJra;i/S;T-^3i<^S/ ^^5fif7N'A 
(3 5)mm#^S 

^vy. ^u4ym^Ji^y :i^i-Py^ jn-y hmyjvy 3i±z^y. -^v^^ym-f 
n^n)\/^'^Vy. '^v>(ym\y-^:^-:fn^py. mB.zfn:^9Py. ;\n^^) 
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#20 0 2 — 10 5204 

(3 6) rJ\yVJ\^'^-m-^MM 

S)K^>^J^;w is^y^^y. tak- i 4 7^(Z)ny >x::^ 

(3 7) fn:A-^>y>^ . 

(3 8) mmm^mmmmmmmmm 
(3 9) m^-om 

>f^^9^>> ■J^D^::^^^^, J^i/zf^vy. yx.:S^}it^y. mMr^h 
(4 0) 5|t#d9-^^?&3K^ 

:r^>iflf>, UX'^y.K^, ^?x^rfcr>> ^n^UK>:feifo 

(4 1) mmmm 

6-0- (N-'!;UU7±^JV:fyJVA=E>(JV) yr^u-jv. -fvz^^^^y. 

1^/1^ ^>^^5f^>> re^'^=3pv>> 5'*U5^;i/U5^>. iS^F^y 
m\^y9^)y^f-y. w^y^y^'^^.^y^ mm^ v J^itjy. y^uvitT^yr 
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(4 2) if^^ym 

(Dlf^5 >E!IS : a - h=I7xn-;K /S - h 3 7 3i 0 r-h^^aiD- 
©mm i\^9^yM) 

©tf^^VB^: tf^f^VBp l^^^^Bg, l^^^^Bg. If^^^Bg, If^? 

^>Bgfej:tJ^tf^^>B^2 

(4 3) bf;5f^>fl^^^t 

2, 5 -ti Fo^i/n V;?j;ve/-7xn->n/, i - a -ii Kn^S/ni/*;i/$/7x 

^CD tf ^ > D 2^^#^55i 
[0 110] 

(4 4) mruj\^^'-M 



(4 5) ^v^MM 

mM-(V':fUi-Vy. T^M'^Ji':^^'^-^^ m.Wtrfui^^vi'-Ji/s m^'rfi'f 
>^.h. >5rh5^7x>, ^;V7x:J-$;>, ^^i5?$^>, Tif^X^^:/, xtr:^^^ 




> ^^dtt^y. y'^'yT.^y. :sL\£.^7^=f-y . 
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2002-105204 ^ 

(4 6) rh^^-^&m^kmmm 

(4 7) r\y)^^-'^M-^'^MM 

(4 8) 

(4 9) m^-:fiy^m 

rBPI-21 (/t^T^y 5/i5f>n/A-^Tlf y-r>f ^f^tJ'U-S^^^ -^Wr^y 
) , BI-51017 (T>^ hn>l^>III) , SC-59735 (rTFPI) , r-PAFT*^ 
;i/llF^--^. LY-203638 iT-m^it-:fn^^yC) . mTNF-a^fzf:, 
D 1 4mf$:^«>'^:^^ Kft-ft-^^- JTE-607, E-5531, E-5564, S-5920, FR-1676 
53, 0N0-1714> 0NO-5046(sivelestat), GW-273629, RWJ-67657^0^'^:5^^ KfS 

(5 0) -e®ife 

[0 111] 
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2002 — 105204 

-^#j^!^"e(D^ra^^^v>T®t8#. (4) y^nr}\^^y^t^^t^\t^<D 

<DmM<Dmtsi^m-^m^x(Dmmn-^. (5) ty^urjv^yit^mtr=.},i'ta> 
^mm^mtmmmm^r:ii.t^<DmmmmmtL^m^vLmmithxm^n^2m 
(DmM<Dm^j^&n-¥m^x<Df^m^^i5\f^x<D^^ y^urjv^yit 

[0 112] 

It s ^ p T yit-^m nmmmmt: (om^itit. 

mxit. :^^m<DmmMiz^i-^^iyi^urj^,'^yit^^<D^^Ait. mMoi^ 
m\zii^xm^-t^i^. m.nm^±mzM\^xmo. 0 i^^vm^i oom*%. 

nt,h<n.mo. l;SiV>b5 0«S%, Se>JC^f*L<»a&0. 5«;VNb2 0M 

. w^mm-^mzni^xmo. 0 l^v^Ll oom*%. ^*b<a^o. i«5 

VNb5 0Sft%, Se)lC^f*L/<tt^O. 5;3;V^b2 OSS%@S!-??feSo 
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#2 0 0 2— 1 0 5 2 0 4 
een) 8 0 (T h ^ J^.A'i^ ^-^fclg, 5fe|S) . HCO 60 dB^^ ^ JUXW) , 3J< 

> vymRx:^^(Dr}vijv^mm.. ^:i^ym:&x:^t<Drj]yitjv±mmm) > 

itM cm. miti-hV^A. ifefli^yj^A, -T^-h-^n/, y^n/tfh-;!/, 

ym^jii^(Dmmw. z/ui^vy'^vn-jvfjti^^mmn^Mizmm. m^^^va 

[0 114] 

r^im^mm^mpLit. umm cm. %m. en, 7'y:fytsti£) > n^^j m 
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#2 0 0 2 — 1 0 5 2 0 4 

yn— ^y>r-> - 8 0, -/;i/n — iJ' F6 8, 'fe;pn— xT-fe^^— h^^f 

[0 115] 

T^'y;i/iim^^*:^if*^#if e>nSo 

[0 116] ( 
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[0 117] 

/fe<l;tJf-9'U5^;i/^3^®#^g^«0 . 5 — 5 0w/v%, ^f*b<«3-'2 Ow 
[0 118] 



8 2 
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2002—105204 
^|tMlipHil®iM®^*n{CJ:y. PH2-1 2^* b < lip H 2. 5- 8.0 

$ e>{C#llI:S'i(I^#^^f9^ bT^MT'^S<be»lc, ^?S(Z)^m'K&'ft#bfe|g 
[0 119] 

C2] ^M'^mMxitmM^mmi3^xj^'t<Dmm 

-h^m^i^. ilUfclt^r-f K^'^^y bRS- 1 0 0, RL-IOO. RS-3 
OD, RL-30D, RL-PO. RS-PO (T ^ U ^l^^X^^;!/ • ;l T ^ U 

^>f F9=2f^y hNE-3 OD (:*atr^^u;vm^^^^- T y ;^Mx5^;i/^*-^ 

8 3 ffilE# 2003-3035844 




0^ 4f20. 0 2-105204 

[0 12 0] 

X.Ji5tJ-Ji<V- (Carbomer) 934 P, 94 0, 94 1, 974 P, 98 0, 1 
3 4 2^, tKU :*r — iJ^^-f ;i/ (polycarbophil) , ;P ^/ A U :^ ~ 3j< 7 ;v 
(carciumpolycarbophil) (t^flH^iV^•r4^% B F F U y^^m) . A>r tf>^ 
an- 1 0 3, 10 4, 10 5, 304 (VN'rtl%5pI^Mm («) SS) 

[0 12 1] 

^i^^fK-SliRiibTtt, 7=^;^.hu>, r;i/^>^r;i/:ej u 

w/w) , ^f*U<li^3 5;&V%b^8 0% (w/w) , $e>lC^*b<tt^4 0;feV^ 
b7 5% (w/w) , 0?||ftjKy V-tD-^^^li^S ^V>bj^3 0% (w/w) , m-t. 
V<\tm3tji\,M,mi 5%(w/w)l?feSo «m^3I^im;?K'ffii^^^3e>^C■^A;Tn^ 
j:<, ^<Dm^n^Mlci5\1r^Myi^^^^(^^^^i^^^ 0%(w/w)OT, 
^*b<l»5~^4 0% (w/w) , :^hK0^L<im5^ms ^% (w/w) 
afe5.2:^t?±ffil% (w/w) it^mmmti'^^m m. ySa. i^^J-}\^. x^ry- 
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[0 12 2] 

I. mm^^tim(Dmm 

o 

0 0 0 /tim, $ e>JC0^ L< li}^5 0 O^V^b^l ,4 0 0 imnl?^-5„ 

j^jW, mmm. mmm. ^mmm^m-^h. m^whmvimm. m 
m<Dm^^Ait. mo .5fjt\,\vm2 5% (w/w) . -^i^h <itm5 .o:^\,^h 

J^8 0% (w/w) , SblC^^U<«J^3 0^VNb*&7 0% (w/w) "efe^^o 
[0 12 3] 

Sg-^^ffJi:bTtt, #J;llSJi<U if-;i/T;i'3~;K t K^=^i/^Dbf;^■fe;l/^- 
^Z/:^'^^jv-k;vu-:^ij)Vt/^A (ECG505) , tJ?nx:*;v^n-:^-:M-y't7A (ac- 
Di-Soi), ^:^M5Ky tfn;ptrDy K> (^n>iJKfcfK» , ©SilSiiKndp 
S/ynbr;i/^;bn-x (l-hpc) «5if:!b^Mv>6>tiSo tfr-e^,- t: Kn^2/::^n tr 

fi-S, ^Jt-fbMii L/Ttt?@:Hm. n^N^^^. ^v;!/^, vi/>f>^^ 



8 5 
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[0 12 4] 

M&>^^i^~i^^*^^> ^i^fe5VMizitii:«0M. mmm^j^i^hKDU^m^'p 

ejfil. ILH, i!S5|^. ^^i2;un-^, u^y ^':;^ST'SS3tS4xfe%®A^dlM"T?^, 

-e<3D¥^5lS^#l*^l 0 0 ittm-&VM^Ji&l ,5 0 0 /i m'V^&^^Ofi^t^t. bV^„ 

<l:^2iL/TSS^> :7v;i/^, vi/>f 

bTJ|i&l5&V>bJMjl 5% (w/w) , ^f*b<l*,^l^VAb^l 0% (w/w) , Se> 
IC^* b<tt^^2^V^L$ll8% (w/w) -e^So 

mmmitm'^(D-::i-7'^y^mK^^)mm^^^t:i)'^X'^. ^iif^mizit. mm 

[0 12 5] 
II. ^CZ)S^l^^J(Cj:§:^S 



8 6 
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0% (w/w) , b<»fi^j5:feV>b^5 0% $ e> iCiS^t b < li^ 5 

V^b3 5% (w/w) -efeSo 

[0 12 6] , 

it) l;QiV>bl 0 0%<Z)«SHT'^^fc$-ftSril*^T'^, ^f*b<»l^VNb 

itjjy, r±h=-hV}v. ^^nn3^;vA, >t5^i/>^n^>r K^^f*Wv^e>tlS 

^:^yn. n;\9Wt. V^n^Wt. vl^>f >^^i^®m&^^^Tt)J:V^o 
3 ^ ^ jg^ic J: y ^ic ^ V - 3 - 5^ >f > ^i- s r T'^Jfe t s r i: 

S^I^Mlc J: SS^m^. ^Wizm' b T 3t >n/ ^ if <©i^mR&ih?Fff ^tB-^ bT =fe cfc VN 
[0 12 7] 
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^^#2002—105204 

, ^^=.a.^m. v^^::ih-;K @Kl#.7K^r>rm> - ^^;i7;i/ 
9. 4 w/w%, ^f*b<ttj^2 o—jjifig 8. 5w/w%> $ e> JC^gF^U < 3 

0~^9 7w/w%*^&So 
[0 12 8] 

^mm^am^ egg- 5 05), ^n::^iUJV:f>U'-:^'rhV^J^ im^\t. Mit 

mmm^ x:jf>^^n^5?^), ^^a>ff:7=>^> c^is^b^ («^) pes) :feif 
:M:mm^m>ff^. mik'\^mM±mzMhx. m:^imo. 0 s-^tis ow/w% 

[0 12 9] 
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#2 002 — 105204 



z<D^^fmmMt.i.xit. mxim^m m^it. tymm. a^^y. r^tf 

;i/ tf ^ VfllJKf^x::^^;!/, 3Ky:r^S/x5^l/>liv S/^fiM^#:^©#>f 
[0 13 0] 

;i/;fe<fctJf3j<y i^x;i/trny b<Mv^e>tlSo 

cfcy, $e){cM-^L, ^Mi-.g>c:i:icj; ypss-rsr iiy^j'^T-^-g.o ±mM^\t. 
(3D#?£ci:y, A-^;{7;i/^f9xa.i^-ijf-, j^mm-^m immimm)^ mm 

JtHS^g, ^l&M^tiK^SS^ if {c j; y )t:K-r -5 r cfc y iilg § r ^ § 3 
, §S5W®?^^W^il^^fC'^^{CJ:yga>?rlcSgM'ff:^. IM^fe5VMiftS0S#r^Pg 

■^i^hxm?)'^t>'±xi^^t^mn}ihx%ii<. ^fcM#&^<©*^&svMi 



8 g 
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[0 13 1] 

-fb^hU-i^A. ^^Vi/n->^., :7;i/^'h-x, y;i/tfb-;K 

n y S®?. y MM:«7;i/S/^'A 

-) , y :5i ^ ^ y >n/^, iKy tfn;vr;i/t3-;i/, 7i<y x5^i/>e^y si< 
mm., '^'y^y. ij}\ji!^^vi^=f-)\^'^)\^xi-7.. jKy If— ;i/trn y jKyx 



g 0 
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200 2—105204 

^*bVAo ^^^Mthxit. t/^'r^fy. ^::rv;n:f m^M. 

[0 13 2] 

, se^ic, millca:tJ±^bfe?t?RM> ^m^bM. 5^7fcftffi#^, Tfc^J-^-tSd^y V 

[0 13 3] 

fci Kn^S/3^nfcf;i/:*f^;i/-fe;vn-^) , S:7K^if<^^^t-^ 

M'fbi^itM, u^M. m^M> mmm. "^^M^^^o^m^Mm^m^x^^ 

K;&if®^:^&M^T'^-'>&^S (^fSb<lil 0-1 0 0 0^^^a>@-K) 

J^f tili j:v^o 

[0 13 4] 
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e> mz^ytA 3 (psyi 1 ium) ^y^^t^ i£<Dm^^^ yj^^ ^ < i^tt 

izm^X^^VX\>^X%^<. *fe#®?S'l4MJ5^«S^K^StlT#^aEbTV^T=feJ:V^ 

^yit'^mi^r^immm^<Dmm'^m^'t<Dmmx\tmmmmzmW'^^mii^^ 

[0 13 5] 

f^m^ L<Mm^:^^y'>''M^ E<D-^k^^ & m^m^iz^m l r v^ r <j: v > „ 

x/>^9-;i/Ktt®FD&C:/;i'-2#;fee)t>lCFD&C l/>y K4 0#;5;ir(Z>FD 



g 2 
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r;b^r>-fH-^#»*fel;J:#ffim#?CD9 0%Je;_hS:^«?S'ti:Szli:3&^Bril^S§M i± 
IB, l&T^> /1^y;^j;V5&il*) PB£|^lCA*l6>*lT 1 :feV^b 6 0?j>JSJ^|^lC, 
*L<1±15&VM^3 O^Jgi^l^iC, §e>^c^*b<^il:fev^b 1 o#£^i^ic|g^i- 

[0 13 6] 

_t:IB®?^^®ISM^^tc^t-S-^**«, »&l 0-^9 9fifi%, ^*b<li 
^3 0—^9 ofi^%-e^So /8-$/i5^n-7'=^;^hy:/X»i8-S/^nT''ap;^h 

^'f!p:lcM"rS'^^a«> JKlO. 0 l-jjt&l Ofii%, ^f^L/<tt}Mll'-JHl5M* 
Umo. 1 -J^ 5 0 fi»%, L < liJ^ 1 0 3 0 Mft%T*^S. 7K4}-lfcffi 

3jfy*7-(J!)|gM^#:lcMt-S-^«»li, ^0. 1-^3 o«»%, ^?*U<li^ 

1 o-'j!&2 5ms%"efe-So ^^'ft:5S!i<z)SSM^#iJc*f-rs-^^s«3*?jo. i-s^i 
iom*%, «=*b<i±jfi?ji~^5MS%T'$>s„ _h^ss^f!i»3e>tc, m^m> 

[0 13 7] 

3^^w®#ffiMCDia-^fitt, it-^momm. ¥S^> -ft^s, jsf^. m?^^ n^:^ 
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• 



00 2 — 105204 



6 0kg) -Afefey, i/i^u'r/u^y^-kmis^xj^m-mmmtLx. ^ 

BJji&O . 0 1 -^1 0 0 Omg/kg, tS-tV<},tmo. 0 1 1 0 0 mg 
/kg, J: l/<li^O. 0 Omg/k g, *J 0 . 1~^5 

omg/kgS:, S'-^a omg/kgS: 1 H iia*^e>!is:iiric4>ttT 

#f SII#M A^^S i: «i e> 3& ffl*^ if (Z) J: -5 Sr^^t* S r i: % 

, #:M, m^^m. n^<Dwm. mm. ^mmm(oim. mm. mm. mmm^ 

UmU^^Xm^mmi k g^fi^fcy*&0.0 0 1~2 O O Omg, nt.h< 
li^O.O I'- 5 0 Omg, $e>lC^?*L<«, »&0.1'-1 0 Omg@ST?fe»; 
, itiSrjimi B l~4IlIfCr$5-l:J-T^-^fSo 
[0 13 8] 

, -&fffl^^S:5felC^#t'-5#'^, WMm^STtS-^by^mir^-SBJe^f^, ^ftb 
<lil 0^5"- 1 HJSi^I^. j:y!5f*b<lil 5:^5"- 1 ^^Jg^^WlcS/^^ nr/l/^ir^'ft: 

[0 13 9] 
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002—105204 



OpTLR l-TLRl 0 ^:ffht:Li/if±J]y^^ifimif^n?>o 
[0 14 0] 

1 0 0 0 JKT, 0* b < 5 0 0 Jg/^T®<£4^-?®#^'<':^^ K^£^fc'^®*^Mv^ 

, ^;i/=E^yh, ^iy. -f^i, :^^t, fci ^^)^cMv^e>tl-5o 

[0 14 1] 

#69{cti. TLRe/y'^;KZ)^'fb}cj^St--&. (i) ifii^> fif 

m^wkmni^tc\m^mm.n<onmmm> (iii)saiiii^^ m. ^^mm 
mBrnM) ] . mKr)\^v^\^'7-m> (4) mnm^-mm. c(i)^tt^i>i® 

>f>^r-/<>i/a> (PTCA) , r^-V^h^- (DCA 
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.2. 002 — 105204 



=^oT, ^^^tt^fc, ^^'^^ Klf ^fc^ifef (#*b<»^^*^1 0 0 0e^ 
[0 14 2] 

mmm> mmm. mik&mmmm> ^t^-yf±mmm. ^^mmmmm. m^mitm. m 

[0143] 
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^^2002—105204 . ^ 

So 

LRm^*:. TLR|Ja«'^:;^^h% MIF (migration inhibitory factor) . ^ 

fly. ^i/. -is. }:Lvm)<Dm^nm^(D=fm^mKnt.\.<m^^ht\^^ 

o 

[0 14 4] 

T>2^x^-2 0 0 (2 0 OMHz) ^7.^^ - ^ -T'tSI^b, ^SUSi 

ppm T^tbfeo ^g-^^i^^CJ35.^T ( ) l^lC^bfcfltlia, #^^®^MM^Jt 



ffiliE# 2003-3035844 



2 002—105204 



mutvxcu-Ka^m^m\'\ rint2 soom im.) ) 

b r : ipilKVN, J : jJj :/.y > ^^^Ut 

JStT®##MA«W0 9 9/4 6 24 2 0##MK:, ##MBttW0 9 9/4 
6 2 4 2 (DMMmi^^ #%MCttWO 01/10826 <Z)##MlC, ##MD» 
WO 0 1 / 1 0 8 2 6 CDHjSfeMJCl^&oTSgit'^^'So. 
[0 14 5] 

##MA 1 2-x;i/jjN-l-e/i^ D^=3p-fe>-i-:ij;vji<dpe/^- h 

##'0i!IA2 2-^nn:^;wj^— ;^-l-^/^'^^:^^•fe>-l-:^J;^JK^t/9- 

^ 

h 

##MA 5 6- [N-(4-^^ D u-z-yjvytn 7 7 T^>f M -i-i^ 

A 6 i-(3-:7;v:tn-4-nhn7a:-;i/)-iH-i,2,4-h UTV^--;^ 
##MA7 i-(4-T^ >'-3-'7;v:tn7ai~;i/)-iH-i,2,4-b urv^-;^ 

##MA8 4-(/<>5^;V:rdpS/:?5;>n/jJfr.;i/T^>')-3-i{^nn^S#m ^f^;^^^ 
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i 



]#2002 — 105204 

% 

#^MA 1 0 tert-y^;i/ N-(4-/Os;;i/:t:3pe/:^;V5i<-;i;T^ y-S-tJ' □ n^^ 
[0 14 6] 

#^MAi 2 6-(N-(2,4-s;>^7;v;4-a7ai— ;i/)::i;i/7T^>r;i/]-i-S/^'n'\^ 
-fe^-i-^/i/jiO^ 

##MA13 xf^;i/ 2-:ji>n/?5j:/h-5-7xn;i/-i-i/^rn^dp-fe>-i-*;i/5j< 

##MA14 x-^;!/ 2-^nnx;i/j^~;i/-5-7ai— ;^-l-$/^^/\:3ri2>-l- 
:^^r;l/3j?=¥S/^- h 

###!IA15 x^;i/ 5-tert-:^5^;i/-2-;ji;i/:j5r:^h-i-2/i^n/\^r^>-i-*;^ 

^^MA16 x^>«/ 5-tert-:/^;i/-2-i^nn::^;i/3iNx;i/-i-e/i^n^=3r"fe>- 
i-:j!j>n/jK^$/^- h 

##MA17 x^/b 5,5-i?:;i^;i/-2-:ji;i/:;f7:^h-l-S/^^n'\=3p'fe>-i-:*;i/ 

##MA18 x^;i/ 2-i5^nD:^;i/jJ^x;w5,5-s;::<-5^;i/-i-S/^^0'N^'fe>-i 

[0 14 7] 

##MB 1 xf^;i/ 6-[N-(4-^nn-2-:7;i/;tn7aix;i/)x;i/r7r=E>r;i/]-i^ 
j/^y n/\'^ir'fe>-i-*;vjJ<=^s^^- N (^ti-^^i) 

##MB 2 x^;i/ 6-[N-(4-^y Dn-2-:7;v:rn7xx;i/)-N-;t^;i/:^;i/7r^ 

>r;i/]-i-t/^'n'\^-fe>-i-^;i/j}^'^i^^- h (fb-^%2) 

##MB 3 x$=-;i/ 6-[N-(2,4-2;^'7;i/p*-n7xx;i/)x;p:7r^-Y;b]-i-5^i^ n 

#^MB4 x5^;p 6-[N-(2,6-s;>f v:^afcf;i/7aax;i/):;^;i/:7r^>r;H-i-2/ 
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^^^2 002 — 105204 

##'^JB 5 6-[N-(4-— hn:7 3i::i;i/)x;^:7r^^>'H-i-e/^D'\^i2 

##MB 8 2-(4-^ h^i/7ain;i/) -4,5,6,7-^ h^fc: Kn-l,2-/Oy-f 
##MB 1 0 x<?^;i/ 6-(N-(3-7>a/;rn7x— ;i/):^;i/"7r^'f >M/]-i-5^^n'\ 

[0 14 8] 

#^MB 1 1 2-(4-7;i/3rn:7 3i— ;i/)-4,5,6,7-x h^n Fn-i,2-'<> 
x>f y^Ty-;p-3 (2H) la-s^^'^s/F (-fb-^ws) 

2- [N-(4-7;i/:r n y xn;i/) y.)\^y r"^^ M-i-t/ ^ n^^± >-i-^ 

##MB 1 2 x5^;i/ 6-[N-(2,6-2?7;i/:rD7xx;i/):^;V7T^^;H-i-i^^ 

n/\^i2>-l-:5fj;i'53<=^^>^- b (fb-^^/is) 

##MB 1 3 x^;b 6-[N-(2,3-i;>':7;v:;rn7xx;p):;^;i/7r^^;H-l-i^^ 




10 0 
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##MB 1 6 x^/i/ 6-[N-(3,5-s;7;i/:tn7x-;i/)x;i/7T^'f 

d-x^;i/6-[N-(2,4-s;7;v:rD7 3x->n/):^;i/7T^>f;H -i-s/^n^'¥-fe>- 
#^MB 1 8 6-[N-(2-xh^>>7!j;i/7K-;v3'x-;i/);^.;i/>'7^-f;H- 
###JB 1 9 6-[N-(2,4-i?7>H/:^n7xx;i/)x;i/:7T^-Y>>H-i-t'^^ 

D^^-fe>-l-^;VJj<^^>^- b (^{^-^^22) 

B 2 0 D If ;i/ 6- [N- (2 , :7 ;L';r D 7 x x;v) X ;v 7 T ^ -f ;H 
^ n /\ -fe > -1-:* ;i/ :3r ^ - h U b-&#l23) 
[0 14 9] 

#^MB 2 1 6-[N-(4-i^nD-2-7;i/:rn:7xx;i/):^;i/:7T^'f >'H-i 

- ^ n ^ =^ -fe > -1-^ li^ ^ ^ - b Hfi'^^24) 

##M"B 2 2 >f y:/nif;v 6-[N-(2,4-s;>'7;i/:rn7xx;i/):^;i/:7 7^'f >>v]- 
l- n ^ is > -i-* ;v sJ^ =^ 2/ 9 - b (^b-^if^25) 

##MB 2 3 xg^;^ 6-[N-(2->i bdpj/:ij;vj}fx;i/7xx;i/):^;i/7T^-f;i']- 
1- ^ n ^ i2 > -i-?t7 ;v 4? =3r ^ - h ('fl:'^#/26) 

##MB24 x5^;i/ 6-[N-(2-7;i/:rn-4-^5^;i't7xx;i/)x>n/>^T=E^;i/]-i 
-S/ n /\^-fe >-i-5t7 J/ 9 - b (fli-^ifei27) 

##MB 2 5 x5^;i/.6-[N-(2-i^nn7xx;v):^;i/7T^-f .n/l-i-S^^O'x^ 

•fe ^> ^ - h ('fb'^i^28) 

##MB 2 6 x^;i/ 6-[N-(2-e7na-4-7;i/;rn:7xx;i/)x;v7T^-f 
-S/^rn/\'¥'fe:v-i-?57;i/3Kdps/^- b ('ft:-^#>29) 

##MB 2 7 x5^;i/ 6-[N-(4-:5^nD-7xx;i/):^;V7r^'f;H-i-S/^'n^^ 



10 1 
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.•fe>-i-3U;vjJ?^s^^-h ais-^ifef 30) 

0mmB 2 8 x^;i/ 6-[N-(2,3,4-h u :7;v:^D7ain;i/)x;i/:7T^-f 

##MB2 9 -^vrf'f-y^ 6-[N-(2,4-i;7>n/::tn:7xn;i/):^;i/7r^>f -n/]-i- 
i/ ;r ti 's ^ -fe ^ ~ h 

##MB-3% 6-[N-(2,4-^^^;b:rn.:7;airi§JJ/)x>'I/^T^-f ;L']-i-2^^ 

P >-l-*;i/Ji?^ 5/ 9 - b afci-^#f33) 
[0 15 0] 

##MB 3 1 x^;i/ 6-[N-(4-:/n^-2-7;i/:tn7xn;i/):^;i/7T^'f 

#%MB 3 2 x5^;i/ 6-[N-(2,4-i;^' nn^x— ;i/):^;i/77^-f;H-i-^^' n 
/\dp'fe>-i-:*;vji?=3pj/^~ h ('ft;-^i©35) 

##MB3 4 x^;i/ 6-[N-(3-^nn:7xx;i/);^;V7T^^;H-i-i^^n^^ 
-fe>-i-?{j;i/jK42/^- b ('ffc-^«fel37) 

#^MB 3 5 x^>n/ 6-[N-(2,3-s;^'nn7xx;i/):;^/i/7T^>f ;b]-i-S/^D 
##MB3 6 x-3^;i/ 6-[N-(2-x^;i/:7xx;i/):;^;i/7r^-f ;H-i-t^i'n^=3p 
##MB 3 7 Xf^;i/ 6- [N- [4-(2H-l,2,3- h U T ^/--n/-2->f 7 x— 

##MB3 8 x^;!-/ 6-[N-(2,5-^^^nn7xx;v):^;i/7r^'f ;H7i-^>^n 
/s^riz>-l-:5fy;bJj<=3rt'^- h (^b'a-%41) 

##MB3 9 x^;i/ 6-[N-(2-h u :7 n:^ h'3pi/:7 xx;i/)x;i/ 7 r^>f ;i/ 

] -1- ^ D ^ ^ -fe > -l-:357 ;i/ ^ ^> ^ - h ('fl:-^tJ42) 

##MB4 0 X5^;p 6-[N-(2,4,5-h U :7;i':tn7xx;i/):;?.;i/:7T^'f ;^]-l- 
t/^^'\^i2>-l-;^J;l/3^<=Sri^^- h ('fb-^^43) 
[0 15 1] 
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0mm B 4 1 ;i/ 6- [N- [4- (2H-7^ h ^ ^J-jiz-z-i 7 :^ ;i/ :7 t ^ 

##MB4 3 6-[N-(4-:7;i/:!rn-2-:^f^;i/:7 3i— ;i/)x;i/7T^'f;p]-i 

##MB 4 4 x^;!/ 6-[N-(2,6-i;?^'nn73Q— ;i/)x;b7r^^;i/]-i-S/^^n 

##MB4 5 x^>a/ 6-[N-[4-(iH-5^h^^/-;i/-i->f>n/)7 3i— ;i/]:^;i/:7 7=E 
>f ;i/]-i-i/^n/\^i2>-i-55j;i/jK^e/^- h 

##MB4 6 a:^^;!' 6-[N-(4-(lH-l,2,3-b u r i/-;i/-w>H^):7x-;i/] 
##MB4 7 x.5=';i/ 6-[n-(2-m; :7A'3^-^::i^;l/7 3l~;l/)x;l/:7r^^;^]- 
##MB 4 8 x^;i/ 6-[N-(4-:* hdpj/5!j;i/jjf-;i/7ai— ;v):^;i/:7T^^ 
##MB4 9 6-[N-(2,4-s?7;i/:*-n7 3:— ;b):;^;i/7T^>f;H-i-S/ 

#%MB 5 0 X^;i/ 6- [N- [4- [2,3-tf:;^. (tert-':^ h =3r fr^V 
-^i^53) 

[0 15 2] 

##MB 5 1 x^;i/ 6-[N-(2-ij7nn-4-^ h:3rJ/:*;^5K~;i/7acx;i/):^;i/7 
T^>f;i']-i-s/i^n^^i2>'-i-?Jj;v>K^^9- h ('fb-^#f54) 

##MB 5 2 x^;i/ 6-[N-(2-^^nD-4-S/r 7 7 aiX;i/)x;i/'7 T*E^ ;H -1- 
i/^ n/\^-fe>-l-:??7;V33^=¥i/^- h (-fb-^^SB) 

#^MB 5 3 2-11 Fa^S/x^;i/ 6-[N-(2,4-s;7;i/:rn7xx;i/);^;i/^T^ 
-f;i/]-i-j/i'n'\=5ir-fe>-i-:j5;>H^jKdpj/9-h (-f fc-^#f 56) 

B 5 4 X^;y 6- [N- [2-7;i/:^ P -4-(lH-l ,2,4- h U T V^- ^H^-l-f "7 
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##MB 5 5 x5^;p 2-[N-(2,4->:>^7;v:rD:7ai-;i/)::^;b7T^^;^]-i-^>^ 
5-[N-(2,4-s;?:7;p:;^-n7x:^;i/)x;p-7T^^;^]-i-t'i'n/^>-7^>-i 

##MB 5 tert-zf^J]/ [6- [N-(2,4-S>^-'7;i/:r H-v' a:— ;H - 

1-2/ ^ n /x^^p-fe >- w ;H ^ij;!/?}?—;!/:^ s/T -fe - h ats-^^sa) 
##MB 5 7 [6-[N-(2,4-i;7;i/;rn7 3i~;i/):^>n/7T=E>f ;l/]-l-s/^^^'^=ar 
##MB 5 8 7-[N-(2,4— :^':7;i/:rn >'3i— ;v)::^;i/:7T^-f 
#^MB 5 9 x^;v 6-[N-[2-^nn-4-(N-tert-':/h:^rS/^;V3ffn;i/;;l^;i/::i7 

##MB 6 0 x^;i/ 6- [N- [2-tt u n-4-(N-x h 

^ >f :7 X >t ;i/ 7 r ^ -1-5/ ^ n ^ "fe > -l-:;!7;V3jf ^ ^ - b (-fls-^ 

#163) 

[0 15 3] 

##MB 6 1 x^;i/ 5-[N-(2-^ nn-4-7;i/:tn7ai— ;i/):^;i/:7r^^;v]-i 
-j/^ n/>^>'7^>-i-:*;/i/sK^J/^- h ^11-^^64) 

##MB 6 2 2-[4-(2,2,3,3,3-/0^:7;V:rnyn3}<^$/)7x~;i/]-4,5,6,7 
-T^h^ll Fn-l,2-/<>X-f y5^rv^-;^-3(2H)-:t> l,l-i>*:t=¥t/ FWlS-^® 
69) 

#^MB 6 3 7-[N-(2-:J^nn-4-:7;v:4-n7x— >n/)x;i/:7T^^;v]-i 

-S/ n /s:^5^ >-i-:*r ;^3Kdr ^ - b ab-^ifer65) 

#^MB 6 4 2-(2,4-5^^>';V:rn:7x— ;i/)-5,6,7,7a-5^ Fn-i,2-^i/ 

1/ >f V ^ T - ;i/-3 (2H) > 1 , 1- 5^ ;r ^ 5/ K ab-^«fef70) 

##MB 6 5 x^;i/ 6-[N-(2-i^na-4-7;i':rn'7xx;i/)x;i/:7T^W;i/]-i 
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c£^Yr;,i^] J/ n /\ -fe >-l-:;?7 ;VJjt^ ^ ^ - ^ ) (-fb-^ifelTB) 

##MB6 7 x^;i/ 6-[M-(2-:^n=E-4-"7;i/:rn7ai~;i/)::?.;i/7T^^;H- 

1-2/ ^ n 'v^^r-fe ^l^^J^^ - I" C'ftl'^^^a) 

##MB6 8 x^;v 6-[N-(4-:/n^-2-^pn:7xx;i/):;^;i/7T^>f;H-i- 
##MB6 9 x5^;i/ 6-[N-(2,4-s;:7;i/:tn7xx;i/):;^;i/:7T^H';i/l-3-7 

B 7 0 jv 6- [N-(2-^ n n -4-7 n x;i/) x ;v -7 r ^ -f - 

[0 15 4] 

#%MB7i x5^;v 6-[N-(2,4-i^^:7;v^n7xx;i/)>?.;i/>'T^-r;i/]-3-ter 
t-:/^ ;v-i-$/^D's=3^'fe>-i-:*;^jJ?^i^^-^® iS^li T >^ :t v - ('f b 

##MB7 2 x^;i^ 6-[N-(2-J^nn-4-7>n/:rn:7xx;i/);^;i/:7T^^;i/]- 

- i^t^mi) ^ «fc t^^sM'ffi r :^ 5^ u :t -7 - i^t^msz) 

^ ^ ;i,_x_ x> >^ n ^ ^ -fe >-i-5Jj ^ - h Wti-^i^ss) 
#%MB7 4 x^;i/ 6-[}i-i2-^uu-A-yj]y:tuyx.=-)V)7.)vyT'e-iM- 

##MB7 5 x5^;v 3-:/n^-6-[N-(2,4-S?7;i/:^D7xx;i/)>^;i/7r^>f 
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[^1 1] 
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[0 15 9] 
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[0 16 0] 

##MC 1 

x^>n^ 6-[N-(2,4-j;^:7;i/:**n'7 3in;i/)x;i/7T^W;H-i-s^^n'\^i2>- 
i-5ij;i/jJ<^S/^- b(i g, wo 9 9/4 6 24 2 icia^o:??^^?-^^) i: "7 3l— 
;l/^ ^ >5^:^~;K7i9mg) coN,N-^^^ 5^;ujiN;vAr ^ K(20 ml)^?gtlca<:?0-Tl,8- 
^-y^j^lf >>^n [5,4,0]-7-'>>7^"fe>(441 mg)$:?iTL/. ^MT'18^r^m#b:fe 
o ,5/S?S.S:l^^X5^;Kl00ml)7?#&3&i#, 7K(70 ml x 2), |MfU:^m:?fC (70 ml)-e 
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h(673 idg)A^MI^?fi5y^i©i:bT#e>nfea 

^-NMRCCDGlg) 6 : 1.27 (3H,t, J = T.OHz), 1.55-2.36 (6H, m) , 3.76 (IH, m) 
, 3.86 (2H, s), 4.19 (2H, q, J =7.0Hz), 6.95 (IH, t, J = 4.0Hz), 7.22-7. 

39 (5H, m). 

[0 16 1] 
^#MC 2 

##MCli:l«3^?&g!lf^^{ci:oT. 6-[N-(2,4-s;7;i/:rn7x-;i/) 

y(.)vyr=e^M-i-^'^ti^^'^y-i-ij)iyTi^^i^^- h (ig) t:(4-^ i>3p>>:7x 

=L}V):^'$ty^:i''-JVi823 ras)^Km-^-^^t.. Xf^;V 6- [(4->^ h ^ 
X ;i/ 7 T — -1-2/ ^ n ^ -l-i^ (848mg) 

^H-NMRCCDClg) S : 1.28 (3H,t, J = 7.0Hz), 1.57-2.32 (6H, m) , 3.74 (IH, m) 
, 3.80 (3H, s), 3.82 (2H, s),4.20 (2H, q, J = 7.0Hz), 6.84 (2H, d, J = 8 
.4Hz), 6.94 (IH, t, J = 4.0Hz), 7.29(2H, d, J = 8.4Hz). 
[0162] 

##MC3 

m^mcitmmfm^mz^^x. x5^;v 6-[N-(2,4->:;>';i/:ra7aix;v) 

X ;i/ 7 7 ^ -r -1- J/ n *fe > -1- A 5i< i/ 9 - b (455mg) i: (2 , 4- 7 ;i/ 
#n7xn;i/);*^>^:t->n/(42i mg)&S);S:$-^Si:, x5^;i/ 6-[(2,4-s;?7 
}V7tU^yVjV)7.)Vy7:::-M ^ ^vi^^ty'^— h (ISSmg) 

h-MR (00013)8:1,26 (3H,t, J = 7.0Hz), 1.60-2.40 (6H, m) , 3.78 (IH, m) 
, 3.84 (2H, s), 4.18 (2H, q, J =7.0Hz), 6.76-6.88 (2H, m) , 6.97 (IH, t, 
J = 4.4Hz), 7.34-7.46 (IH, m) . 

[0 16 3] 
#^MC4 

m^mcitmmjt^f^m::^^x. 6-[m-(2.4-s;7;i/:^-d7x-;i/) 
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7 T -i-ty ^ o 'N^^ >-i-:«7;i/jK^ J/ ^ - b (835mg) (2-5^ n n-4- 
n n -4:-y /VTtu^y i^j\/)xjtvy r -i-y ^n^^± y-i-ij i^^- 

Ifl-NMR (CDGl3)8: 1.26 (3H,t, J = 7.0Hz), 1.56-2.36 (6H, m) , 3.82 (IH, m 

), 3.94 (2H, s), 4.19 (2H, q, J =7.0Hz), 6.96 (IH, td, J = 8.6Hz, 2.6Hz) 

, 6.98 (IH, m), 7.12 (IH, dd, J= 8.6Hz,2.6Hz) , 7,46 (IH, dd, J= 8.6Hz, 6 
.OHz). 

[0 16 4] 

^mmc 5 

3-tr^y>(20.0g)S: Tetrahedron., 1963#, 19#, 1625y<- P .\zmM(D:B^ 

t.m^(Dmi¥mx'^j^^^ot. 5-fciKa^S/-3,6-s;?t Kn-2H-i^^ 

^H-NMR (00013)8: 1.32 (3H,t, J = 7.2 Hz), 2.31-2.38 (2H, m) , 3.79 (2H, 
t, J = 5.6 Hz), 4.14 (2H, t, J =1.8 Hz), 4.24 (2H, q, J = 7.2 Hz), 11.85 

(IH, s). 
SIMS : 172 (M"^). 

[0 16 5] 
##MC 6 

5-t; KD=3^ie/-3,6-S;>'li KD-2H-tr^>-4-:*;V3i?'^S/^- h (12.9 g) 
SrTetrahedron, 1974^^, 30^,3753/>^-e^.lCfB^(D:&^i:llI^<Z>^#iSt?^^5 
^^fe)i:> 5-x;v:7T~;v-3,6-^:^'t:Fn-2H-tf^>-4-:^;vji?^i/^- 

h {12.0 s)f)m^^m^miivxm^nr^o 

h-mSR (CDCI3) 6 : 1.32 (3H,t, J = 7.2 Hz), 2.42-2.50 (2H, m) , 3.70 (IH, 
s), 3.84 (2H, t, J = 5.6 Hz), 4.22(2H, t, J = 2.2 Hz), 4.25 (2H, q, J = 
7.2 Hz). 

tf^4i(%) : G,51.04;H,6.43; S, 17.03 
IIWI1(56) : C,50.99;H,6.54; S, 16.91. 
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[0 16 6] 

/^;i/;r^yise)^-^h U ^'-^ • E37jcjW®(24.5 g)S:Bi^(130 ml)lCin^T50-5 

5"CicjnllSU ^tilcx^^O/ 5-::^;i/7r->n/-3,6-i;ii Kn-2H-tr^:/-4-:^j;i/ 

j}^ip.^^_|.(10.Og)(3!)Ifm(3O ml)^?gt$:2Np|^*>tt'r?gTbfco 50-55r;*^3^ 

^WifefSry-fe h U;Kl60 m 

Si:, 4-(xh^i/;fj;i/3K— >n/)-5,6-$;t. Fn-2H-i:f^>-3-x;v;J%>M:&^^fl^ 

^H-NMR(DMSO-dg) 8 : 1.19 (3H,t, J = 7.2 Hz), 2.17-2.21 (2H, m) , 3.65 (2H, 
t, J = 5.5 Hz), 4.04 (2H, q, J =7.2 Hz), 4.16 (2H, t, J = 2.4 Hz). 
[0 16 7] 
##MC 8 

4-(xh:3pj/*>n/#~;i/)-5,6-$;fci Kn-2H-tr^>-3-x;i/jJ^>^(27.5g)S:*S 
>fl:^:rx;i/(82.6 ml)jc^i?b. ^?^-*85°G-e3^raM#l/:feo Jxl^WL^nBMm 

aW^S:If^3i^^KlOO ml)lc^^by£:o #e)tlfe^l^5:^:^^*(120ml) 
^MXX-^WL\^^ Bt.mx^;i/MS:l|5m:^S7K(50 ml )T'2I1I^#^, M^K^M^^ 
^U^7AT'^i^bfc. ^^S:M^bT#e>nfe5^Wi©S:'>y:^J^-«/:*r^Ai^n^ 
|,^^^^ : ff^x^;W^=^i^>=l/7-»l/5)JC#bT^^bTSe«riif 

•^W.Bmm> ?^^T^bfeM^&'\^*9->"r^^^?^tSii> x^;v 5-(^^Dn 
>?.;i/dNx;i/)-3,6-s;t: Ka-2H-fcr^>-4-:jS7;i/jJ<'3pi/^- h (7.81g):^^^M'feM^ 
fcbT#e>tifeo 

^H-NMR (CDCI3) 8 : 1.37 (3H,t, J = 7.2 Hz), 2.62-2.70 (2H, m) , 3.87 (2H, 
t, J = 5.5 Hz), 4.34 (2H, q, J =7.2 Hz), 4.53 (2H, t, J = 2.6 Hz). 

j^m^mm : CgHiiCiOgSi: b-c 

tf^^gCX) : C,37.73;H,4.35 
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HM-litCX) : C,37.64;H,4.27. 

[0 16 8] 
##MD 1 

-*;i/3i?^S/9~ hCioo m)<D^it:f^'f-u>i3 mimWLK^^T. m-^an^S 

#^(196mg) $riIIX., ^ST'l^r^Mf# U^o b U ^ A 

^m^K^^^hU '^'-^^^?St(20ml), 7fc(20 ml), ^5^:^ig;rK (20 m^-^ISfe^b, M 

Hvxmmh. ^^if-yi^^^m^itt-^tL:ri^j\y 6-(/<>i;;i/x;i/j^-;i/)-i- 
$/i^n'S=3r-fe>-l-:*;i/Ji?=3p$/9-h(>fb-^i^l' , loe me)i!fi\^^m^thxm 

^H-NMR (00013)6: 1.34 (3H,t, J = 7.2Hz), 1.41-2.50 (6H, m) , 4.28 (2H, q 
, J = 7.2H2), 4.29 (IH, d, J=13.8H2), 4.35 (IH, m) , 4.55 (IH, d, J= 13.8 
Hz), 7.37-7.45 (4H, m), 7.50-7.55(2H, m). 
TTim^mm ' C16H20O4S • O.SHgOi: hX 
tf-^ffi(%): C, 60.55; H, 6.67 
C, 60.98; H, 6.32. 
[0 16 9] 
##MD 2 

##MDii:lii^;&^'f^^lc j:oT> ##MC27?#fex5^;i/ 6-[(4->i haps/ 
'Oi;>Vi/):^;i/>'r~;H-i-^^ D^^-fe>-i-7fj;i/7K^S/^- h OSmg) 
•^Si:, x^;i/ 6-[(4-:jI b^2/^>i^Vl/)x;i/Ji^— ;i/]-l-i/i'D^'3pt>-l-:^ 

;i/3i?^>>^-h('fb-^%2' , 88 mg):)b^e^^saibT#e>tifeo 

^H-NMR (00013)6: 1.34 (3H,t, J = 7.0Hz), 1.42-2.50 (6H, m) , 3.82 (3H, s 
), 4.21 (IH, d, J = 13.6Hz), 4.28(2H, q, J = 7.0Hz), 4.31 (IH, m) , 4.50 
(IH, d, J = 13.6Hz), 6.92 (2H, d, J =8.8Hz), 7.41 (IH, t, J = 3.6Hz), 7. 
47 (2H, d, J = 8.8Hz). 
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C, 60.33; H, 6.55 
lllR!llt(56)-' C, 60.42; H, 6.58. 

[0 17 0] 
##MD 3 

^^mr>itmm^£m^mz-j: o.Tw##MC3T'#fex^;i/ e- [(2,4-i;7;ix 

:tu^yp/\/):^;vyT=^M -i-i/^ u^^±y-i-ijjn^^iy'^- h (I6img) 
^-^y-i-ijJi^^i/^-h (items' , 134 mg)3&<e^M^^bT#e):nfco 

^H-NMR (00013)6: 1.32 (3H,t, J = 7.0Hz), 1.59-2.50 (6H, m) , 4.27 (2H, q 
, J = 7.0Hz), 4.35 (IH, d, J =14.0Hz), 4.39 (IH, m) , 4.51 (IH, d, J = 14 
.OHz), 6.83-6.96 (2H, m), 7.42 (lH,t, J = 4.0Hz), 7:49-7^61 (IH, m). 

sfM-mi%)' 0, 55.80; H, 5.27 
0, 55.95; H, 5.40. 
[0 17 1] 
##MD4 

^mmDitmm^^mi^mzj^^x. ##MC4T*#fex^;v 6-[(2-^'nn-4 

-y ;v:t uKy 7^)\/y7 — ;b] -i-^/ n -fe y-\-fi n^a^^Vy-V (509m 
g)S:iEiS3'^<5ii> x^;!/ 6-[(2-^^Dn-4-7;i/:rn'0$^;i/);?.;i/7iN~;i/]-i- 

^H-NMR (00013)6: 1.32 (3H,t, J = 7.0Hz), 1.55-2.52 (6H, m) , 4.25 (2H, q 
, J = 7.0Hz), 4.41 (IH, d, J =5.6Hz), 4.59 (2H, s), 7.03 (IH, td, J = 8. 
4Hz, 2.6Hz), 7.21 (IH, dd, J= 8.4Hz,2.6Hz) , 7.42 (IH, t, J = 4.0Hz), 7.6 
2 (IH, dd, J = 8.4Hz, 6.2Hz). 
Ttm^^'^ ' O^gH^gOlFO^SilUT 
tf^ffi(%)-- 0, 53.26; H, 5.03 
IIM^t(X): C, 53.08; H, 4.95. 
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[0 17 2] 

##MD 5 

j/^y D'^^'fe>-l-*;VJK^S/^— h ('fb-^ifef4' , 100 mg)S:lft3^?g#:i^nv h 
-(CHIRALPAKAD; ^ffl?^: /\dF-9->/xa« / ~;i/8/2) ICj: o T2@(Z>3fe^ 

^ -5 ;u (-) -6- [ (2- tJ^ D n -4- :7 n i^Vi/ ) ;i/ jJn — -i- ^> ^ n 

dpi2;y-l-5tj;V:j?dp>>^- |x(^-^i©5' , 50 mg)ilX^;i/ (+)-6- [(2-^^ n D-4 
[0 17 3] 

h-Hm (CDCI3) 8 : 1.32 (3H,t, J = 7.0Hz), 1.56-2.55 (6fl, m), 4.26 (2H, q 
, J = 7.0Hz), 4.42 (IH, d, J =5.6Hz), 4.59 (2H, s) , 7.03 (IH, td, J = 8. 
6Hz, 2.4Hz), 7.21 (IH, dd, J=: 8.6Hz,2.4Hz) , 7.42 (IH, t, J = 4.2Hz) , 7.6 
1 (IH, dd, J = 8.6Hz, 6.0Hz). 

jtm^mm - c^gH^gCiFo^siibT 

C, 53.26; H, 5.03 
ll?iffi(%)*- C, 53.24; H, 4.85. 
[alp^O-gy.o" (c = 0.5, ^ 7 -;i/ct») . 
[0 17 4] 

^H-NMR (00013)6: 1.32 (3H,t, J = 7.0Hz), 1.56-2.55 (6H, m) , 4.26 (2H, q 
, J = 7.0Hz), 4.42 (IH, d, J =6.2Hz), 4.59 (2H, s) , 7.03 (IH, td, J = 8. 
6Hz, 2.4Hz), 7.21 (IH, dd, J= 8.6Hz,2.4Hz) , 7.42 (IH, t, J = 4.4Hz) , 7.6 
0 (IE, dd, J = 8.6Hz, 6.0Hz), 

C, 53.26; H, 5.03 
^tB!HB(%): C, 53.29; H, 4.82. 
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[a]p2"+95.0" (c = 0.5, 

[0 17 5] 
##MD 6 

2A-t^y □ T— u > (o.45g) ^i^^x^;Kiomi)ic^l?b, m^titcmw, 
(^nnx;i/5i^-;W-3,6-yt: Fn-2H-tr^>-4-:^;i/3j<^2/^- h (o.esg)®!^ 

•^5.8^^M#bfc. )K;:S:?gtS:BtM3l5^>n/t?#«ll^^ *(50 ml), 0.5N^^(50ml) 

, >?K(50 ml X 2), ^7Pti:fem7K(50 Bl)x*m^f^Bl^t^o I^m^:^^;!/®^^^^^ 
3-[(2,4-s;?7;b3rn:7ai-;i/):^;i'>'T=e>f;v]-3,6-:^fc: Kn- 

2H-br^>-4-;!j;V3jf^i/^- hC-fb-^^v' ;0.57 g):«)^a'fe,^^i:bT#e)tXfc 

o 

VNMR(DMSO-dg) 8 : 1.14 (3H,t, J = 7.0 Hz), 3.69 (IH, dd, J = 12.8 Hz, 3 
.0 Hz), 4.08 (2H, q, J = 7.0 Hz) ,4.25 (2H, s) , 4.33 (IH, d, J = 1.8 Hz), 
4.41-4.48 (IH ,m), 7.00-7.05 (IH, m),7.12 (IH, br) , 7.22-7.33 (IH. m) , 
7.43-7.55 (IH, m) , 9.82(1H, s). 

Tbm^mm - C14H15F2NO5S nvx 

lt^'fB(%) : C,48.41;H,4.35; N,4.03 
HMMCX) :C,48.47;H,4.35; N,3.96. 

[0 17 6] 
##MD 7 

^x;i/)-3,6-i;ii Fn-2H-fcf^>-4-:?!j;vjK=3ps/^- h(o.70g)ii2-t5^nn-4-7 
;i/:tnr-y i/(o.52 g) iij^fSS-^s iix5^;i/ 3- [(2-^^ n n-4-:7;i/:tn 7ai 
x;i/)>^;i/7T^>f;H-3,6-s;t: KD-2H-tr9>-4-:j!7;vji<^S/^- h (^Is-^i^s 
' ; 0.54 g);?)^a^^^i:bT#e>4xfe. 
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^^^#2 0 0 2—1 0 5 2 04 

^H-NMR(DMSO-dg) 6 : 1.11 (3H,t, J = 7.0 Hz), 3.72 (IH, dd, J = 12.8 Hz, 3 
.0 Hz), 4.07 (2H, q, J = 7.0 Hz) ,4. 15-4.25 (2H, a), 4.37 (IH, d, J = 2.2 

Hz), 4.46-4.55 (IH, m) , 7.15 (IH, br) ,7.22-7.26 (IH, m) , 7.46-7.59 (2H, 

m), 9.68(1H, s). 

tfMUit) ' C,46.22;H,4.ie; N,3.85 OH: - 
ll?i'lit(3i) : C,46.35;H,4.11; N,3.73. 
CO 1 7 7] 

[0178] 
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[^14] 




SO^— AT 





Ar 


7' 




8' 


Cl 



[0 18 0] 

(1) #%MB 6 ecD^b-^i^v 2 

(2) ?Li6l 



1 Omg 
6 Omg 
3 5mg 

3 mg 
2rag 



#%MB 6 6<Dit^m^ 2 1 Omg}l%mQ OingfeJ:tJ^n~>X^5J-5^ 3 5mg 
C3D?g-^tl&10%if95^>7fc^mo.03ml (-^^^ > i: bT 3 mg) S:MV>, Im 

[0 18 1] 

mmm mMm:Bm) 2 

(1)#%^JB 6 eOD-fb-^i^V 2 lOmg 
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i2)%m 7 omg 

(3) n->;^^-5^ 5 Omg 

(4) -5r^'ffix>:/> "^mg 

(5) >?.5^rU>^*7^^:^^2/'^A 3mg 

##MB 6 6(Dit^^'7 2 1 Omgi:X-5^Tl>>^*=?'^^^i^^-^3'»ff*'^^'i4 

T^yzfycDTl^mmo . 0 rmp. (Br^'i^7='>:/> t hx 7mg) r-M-f^bfe^; IS 

[0 18 2] 

(1) ##M B 6 5 (Dit^^ 2 9 1 0 mg 

(2) a«l 6 Omg 

(3) n->X^?-5^ 3 5mg 

(5)X5^TU 2mg 

##MB 6 5<Dit^m2 9 1 Omgh^igle 0 mg;fei:tJf3->X^? -5^ 3 5mg 
©M-^i©^ 1 O^/o-^^^^TK^tSO . 0 3ml (-^^^^ilbTSmg) &MV^, Im 

[0 18 3] 

ussM mMm:^m) 4 

(1) ##MB 6 5(Z)^fc-a'i^2 9 1 Omg 

(2) |LII 7 Omg 

(3) 3~>:J?.^-^ 5 Omg 

(4) -5r^ffi7'>:/> 7mg 
(.5)y^^rV>Wl'^^^^'^^ 3mg 
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^^#2002—105204 ^ 

7=>^>CD7K^M0 . 0 7ml (nim^^yzfyHhX Iras') tr'MilS'fb b fe^> ^ 

^L, ?L!il7 Omgfe.ktJfn-^:^^-^' 5 Omgiit^-^-rSo 
[0 18 4] 

>s/a»v^^^;i/K:^ttsLPsg^ama^"e®s^mtf3t (##Mbi) o^ms: 

:^lifbfeo t-J&t)*., 7M«&(3DBALB/cjli1^v!r;^(n=7)lCLPS (10 mg/kg) 

30mg/kg)bfc. Mmmicitmmwsmmmmmzm.i^Pin^hr:i. mm^mi 

[0185] 

V>>^K:LPS (lOmg/kg) S:K®l^^#l/fca> ^|^^r^^cMIfiI&^^V^, Calibr 
ated pipet$gmbfeJfil?S (Jii&45 µL) ill.SX EDTA-2Na (4.5µL) ^ 
m-^h. ^msSsMtfrnmU (F-SOO, Sysmex) ?:MV>Tejfil^iS:;feJ:tJ^ifil/J^«SS[ 
$:M^bfco ^mS:|g2^j:t)^3JCa^t-= LPSg!a^3O:0':^>e,l^^^C«ejfi^ 

[0 18 6] 

M^M 2 jiy ]^h^yyyB^i;^ =^7^}VX(DL?smU^U-^X<Dm^ ( 2 ) 

>:S/avy^^^-7=;i/Jc^l:fSLPSg?m^|g#7?0SI®^ifei^ (##MB6 6) (Dmm 
&mi*bfco -r>&fct>> 7Mi^CJDBALB/cjltH£^r'^X(n=10)K:LPS (4mg/kg) 
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^^#2002-105204 

[0 18 7] 

;i/lc^l:^SSg^a=^m^T'0!)MI^^« (##MB2 6) om^^^tiLt^. 
Ig/kg) ili:%{C E. coliOlll (5.9x10^ CFU) V^::^(Z)^?B% 

, 30:$^=^, 1, 2fe-5v^^3:4^^^^^c^p^g#(30mg/kg)bfco Mmmz.\t^m^ 

[0 18 8] 

j:Si?->f hA-f ^M^lC^-rsm^t^iJK (##MB 6 6) <D«lW^^M^feo 
Ulitl&H. Mfl§*^5xlO^M/mUC;&S J: e) }ClO%^#^fc'^ 2/ll&Blfil^^inRPMI164 
0^:%lC:Mb, 96^7 3i;i/V>f ^^n:/U- h ICO. 2mL/i^3i;i/l?SISbfe. 37X3, 5 

%C02/95%^^TT— Ba^«b;fe^, ;^:%^l%#«!j^t;'i7t/fl&i,M^^illRPMI164 

lU/mL)S:^inbfeo 3IIC-Bfe|g«^. ^g?#Jl^pfi®>f >^t-n>f :3r>6(IL-6)?^ 

I 
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^mr^=^:^h}lhXl,tL?Sj^x:^V^'r>(::im (LTA) TLR2M^6«rT3f~:^ h 
ilbTli^y^ F^U;!j> (PG) 5ng/mU lOOng/mU 5/ig 

ji>;VAr^ KlC^;5>^b> 0.1mMi:;&S j:^{Cl%#Mfb^'2/Mi«lfit^?^inRPMI1640 
[0 18 9] 

^c0g#"rsi:StlTv^S/5-T^D>f K'^>^5^K(i-40)lci:S-9->r h*>f 

lC>t>fi-§M^tfS (##MB 2, ##MB 2 6, ##MB 3) (Z)fflI0J^:m&li'< 
fee Uli^t&B, $BIflS3b^5xlO^M/mLC:&S J: e> {C10%#i!i^fc'? i/fi^i^lfil^»RPM 
I1640^%lCJl^b, 96'^x;i/-7>r hiC0.2mL/'^3:;i/T?»abJfeo 37 

MI1640^^{C^mb, «IJ^^«, i8-T^a>f K'<>^^F(l-40)(^ttSlOxtM):a 
^^^^-:7-i^n>-r (^|gM10U/mL)$:^iPLfeo MIC— BJfe^#=^. ;^#_h^t 
cf»(Z)ffl3©^JBS^-a (TNF-a) ^t>'IL-6aM2:T'72/'Y A^Sgai^if >f A-f A 

/T^y-fe-f^^y WT'M^bfe. J&fe, «^!iti^Ml*iOmMi:^SJ:'^lcN, N->:;?^^ 
A/Ji^^n/Ar^ Kic^;!>^b, 0.1mMh;&S<J:^lCl%*M^b^?S/Ji&m?»^iltIRPMI16 
40^%t:'#f^ S e) Kl^Wim.(Dl0m^M t ^ S * T'^:^T'#fi 1 1/10« U 

[0 19 0] 
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[^1 5] 



ifumm (%) 



IL-6 



B 1 
B 1 

B 2 6 
B 2 6 
B 3 
B 3 



1 

10 
1 
10 
1 

10 



:-m 97 



77 

99 

88 

100 

87 



80 

100 

93 

96 

100 

100 



[0 19 1] 

S'KSprague-Dawley^ h $:MV^> sodiumpentobarbital (45mg/kg ip)J6^#T 
JC. mM^^mVimmm^nmhrcLo Forgaty ^tt^T-'r-JViZF, Baxtar^fcSg) 

»ffitT'i0iiaK^WIg#b7^o 7i;i/->^Wii^l5^iil^#®30:$)'tulcm^o 



[0 19 2] 
[|S«i®^^] 

mi} m^<D^mznwim^ (##mbi) sr^^stifeLPs^®*^'^;^©^ 
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#^ (Survival (%) ) ^^-to •\tm^mm¥U^(Dm^. A{tL?smm<Dm 

l±LPSglS^<3D^^^, Utiaiieifil^llC (xlO^Z/iL) Sra^-r. 

[04] a^CD^raicmii^i^K (##MB6 6) &S#$tlfeLPS^avi7;^© 

(Survival (%) ) Sr^-to •liLPSglM^feJC^g^igj^S:-^* :&V^Mi^l: 
m5r^#bfe#^, OttLPS^SS:^lcS^m#fKfel8#bfcm^.> □liLPSg|S}&^ 

■^bT^^-^, A«LPSg!@*^e>4^^^lC^S^i^«^^^bfe^-^, OliLPSa® 

C®5] S>*(Z)^ISJc«^IS|iiJ^ (##MB2 6) Sr^-^Stife, 

ili!tJivi7>^(3[)^#^ (Survival (%) ) Sr^^-o •l*:^J®« 

me] TLR4mmmrdLr.y^h (LPSfe-ttl^LTA) feJ:tJfTLR2^^6«;r=3f 
n:;?.h (PG) ^:^-fr^<DTl.Riyir±Mz^^lL-6m^lZRi^ir^^^M (## 
MB 6 6) (DiaW^m&a^-^^T'fe-So &tf^^L?S. LTA, PGlf^U, ^^^^^^CZ) 
ilWttS^i^MCOli^ (nmol/L) , iPSWiilL-eaM (pgM) &a^t*o 

[^7] A/u-ymmK^^^v hosk^mmKikit-t^^mm^ (##mb3) 
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ln}nreditA;\y~ymWm^^y Dif f erencetittf 2 #(D 
ddS 4: tJf 100i»g/kg/d$:^-r, (*« : p < 0 . 0 1 ) 
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[03] . 





100 - 


LPS induced thrombocytopenia 


• 


9. 


80 i 


5 








60 - 










40 - 








Q. 


20 - 










0 - 
t 


) 0.5 1 2 6 
Time after LPS Qi) 


20 



[@4] 




Q 50 100 150 

Time after LPS challenge (hr) 




2 
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20 H r— 1 > 

0 50 100 150 

Time after E. coli inoculation (lir) 



% . VeWeleatOhr — O — ^fllBMatlhr 
— ~^«B268»aShrinln — V — #««B26at4hr 



[061 

LPS LTA PG 




Testcompd. (nmol/U Testcompd. (nmol/L) Testcoinpd. (nmolAJ 
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■ Control fiiJ=8) 

H \^#MB3. 30mg/kg/d(n=7) 

m B3 100 mg/kg/d (n=9) 




Nprmiaf 



ihitired 



t)lfference 
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mm} 

mm^m} ^(i) : 

C^bi] 




^tclt. ^(11) : 




1 
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2 0 0 2 — 1 0 5 2 0 4 



m M A 



CO 00002934] 
1 . mM^B B 1992^ 1H22H 



1 
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